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(57) Abstract: l,3,4-Oxadia2oline derivatives represented by general formula (I) and nontoxic salts thereof, wherein W represents 
fs^ O or S: R represents hydrogen, alkyl, CycA, etc.: AA^ represents a single bond, an amino acid residue, etc.; AA^ represents a single 
bond, an amino acid residue, etc.; R' and R* represent each hydrogen, alkyl, etc.; and R' represents hydrogen, alk>'U etc. Because 
^ of having a cysteine protease inhibitory activity, the compounds of general formula (I) are useful as preventives and/or remedies 
^ for inflammatory diseases, diseases induced by apoptosis, diseases induced in immune response failure, autoimmune diseases, dis- 
eases induced by the degradation of biological constituting proteins, shock, circulatory disorder, blood coagulation system disorder, 
Q malignant tumor, acquired immune deficiency syndrome (AIDS) and AIDS-related complex (ARC), parasitosis, neurodegenerative 
^ diseases, lung disorder, bone resorption diseases, endocrine hypcrenergia diseases, etc. 
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1. 3, 4-:t=¥D-i^yV'j>mmi^iij:zs^nih^mm0.^iir^mm 
5 ^m^m 

1) (I) 



15 W'JftS^B 

u^, ^i^mmzt-orm^^x^'^xui^m^m-:>x^^^o ^mzm.-^'c 
h^(D^mi^m\zmLT^Mzm^^tiT\^^^A^. ^(Dm^^mmi^mmo) 
f^mnim^A^izu^izmn. >x^-( y^fa^T-mtrnzm^u^mo^m 
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->>S [J. Immunol., IM. 2731 (1998) #M] •^:^y^Zfi^>h [ J. Exp. Med., 183, 

1331 (1996) #M] ^^^mmmm'^^m^^7.-n<D-:^u-tyi^yif^m-DT 

M L-T* ^:/>' > S (D^m&Om^MtmPli^m ^^Ofz U. CUn. invest., 101, 
2351 (l998)#^Jo ^J—->a.^=.7m^ft^R!t-'^y^)\^iZ^^^Xtl^'^ 

> B mwMib^f^&K^^ * Mm :i(Di^m^iftL'XmA(D mm ^^pw^fz. 

^S^7&^#^$nTti-5 [J. Immunol., 161,2120 (1998) #M]o -f^tfhD (in 

10 vitro) -citTmm^^mmiz^io^m-^n^r^] — ->7.^ti)v/^^>m 

S [j. Exp. Med., 12fi, 1693 (1993) #Bpjo :$6^;K/i&<7)itff iCvX-T^'T >^0-x 

lyxmi^^^ciiiimw-^n^o 77i^h'-z^:^izm^-r^mmtvx\tm^^ 
^^-^^'^mm (AIDS), AiDSM^^a (ARC), ^ATmm^st 

itJgjfiittmifii, S^^ft|±r;S. -r>7.U>«ic#^ ( I ^) «im?Pf^<^SB^fe 
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$t>(C, ti- Ifi-r ViJ'-P-r^^^- 1 /3 (IL-l/3) (DM^ 

10 J; -SigM^Sl^;^. ^*iM-*f?gi^^. N. Eng. J. Med., m 106 

(1993) [J. Interferon Cytokine Res., 12, 113 (1997) #3^J. [J. 

Leuko. Biol., 5S, 90 (1995) #M] . [Kidney Int.. 42, 1303 (1995) #SR] , 

'C^F^I^i*^ [infect. Immun.,M, 1638 (1996) 'iM^ [Br. Hearat J., 22, 561 

(1995) l^^-ttX U 5^-7 1 fT. [Br. J. Rheumatol., M, 107 (1995) ] 

15 rn^'M [Autoimmunity, m 141 (1993) t£.E(T^'^m.'<&M%. ^^^W&M 

V i T * 7. /I — tf ia*^j3&^^ll O t $ tlX I i -5 [Am. J. Respir. Crit. 
20 Care Med., 152, 1308 (1999) #M] o 

Z.<DMB^<D I L - 1 /3(DK-^j5^^$nTVvS [Arthritis Rheum., 32, 1092 

(1996) #M] Liihlz. mm<DSkm^iz:^)l/'^:^^^> (±^f^fJ)W^^> 

PM^J) {C^TSg5$l'(*/0^^86e>n [Proc. Natl. Acad. Sci. USA, 22, 7267 
25 (1995)#BPJ, tl}W'^-i>mi^(D±^:fy^mmiZ'Df^t^^Lh^XibriXl^^^o 



3 



wo 01/40204 



PCT/JPOO/08515 



.fc D ?S M ^ e) -r d i: ^ e> n T (/ i ^ o 

f&.ik&m\^MiZiin^nm:&m<D^m LJ. Clin. invest., 22, 1610 (1996) 
■^m-JTs hay^—=E^)i^iZion^mmBn(D^M [Biochem. J., 288, 643 
(1992)#PJ Sr:tr7^yi^>B*moTVi'5t<D$B^*^fe^<i:|W|B#{C, 
5 -f >7;>^'®j>?7> h a ^ ^ — m^<^^)iBBS^e Sr^<»-r§ [J. Biol. Chem., 22Q, 
10909 (1995) #M] iO^^feS^o 

055^«?Sr:;^ LTflSmi^ro^i**' e>-r [J. Neurochem., 22, 2556 (1999) 
Ci^, ;i!3^y>'>BIS*jSfy*^#ilif«*S:«I*iJU^c: [Eur. J. Neuiosci., IQ, 1723 

10 (1998) #M] ^mm^^nxv^^o 

0!)«^t^fig|Si«*fe)te»-r [Brain Res., 22Q, 1(1998) <h<7)^^4>, I 
L - 1 3 <DS^«^M*l^3&^^ai<&SM Lfc [Brain Res. Bull., 22, 243 (1992) # 

m $ tlT V i ^ [Biochem. Med. Metab. Biol., 45, 6 (l99l) #S§] . 

14?&:n'LTfF»G)iS5E*5j;y^TjH I i^X;J)^t):t^$nS [Gstroenterology, 

116, 168 (1999) #B1] ;z L h fCo 

M?iiS«rt)fcC-r [Biol. Chem., 268, 137 (1993) #M] tW^.^^. tS^bWife 
Bl^bfc^^ [jPEN.J.Parenter.Enteral.Nutr.,12, 187 (1995) #M] t^$>0, '> 
25 ^tlTl^S. 
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tlTVi-S [B^<D^t0*,lfi2, 850 (1994) #M] U U 1^- .y ;^ ^'T K 

J; OT8il^*> T K — >^7. ^iiD^II Lfc [Br. J. Pharmacol., 121, 695 (1997) # 
«(D^*jfll^*«#^^nTViS [Am. J. Physiol., 252, C862 (1990) Z. ii 

L T S A ^ tl^ [Bone Marrow Transplant., 7A, 641 (1999) #M] . 
*^j5&^ffiJ*iJ Lfe [Am. J. Hematol., 52, 279 (1998) #^1 d <h;d^ 6 . ^gl-^-^^ 

20 ^f+^tlTVi-S. 

j^l^^BS [Cancer Res., 52, 4551 (1999) #PJ ^M.'&^W&.BkmmU [Qin. 
Lab. Haematol., 21, 173 (1999) #8^] (Dmmt^iJT.n—^f.- 1 OHI^^J^'Sti 

25 nxir^^o ^rz±mmmm,w^=^y')V(DmmM\z^^^Tt}^-:f>^>Bm^tfi 

±# L T ^ife [Clin. Exp. Metastasis, Ifi, 159 (1998) #M] C t ^, t h ^ISSaa 
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[Cancer Res., 52, 5386 (1997) ^ <h , T^J: b JWA'-T >|5i«^J*>'«fflfla 

[J. Biochem.,222, 32719 (1997)#88] C<h*^e>. >';^7^'f >:/P5^T— if Bi 

AIDS [AIDS,m 1349 (1996) #M] "^A I D SH^^j^^ (AIDS Related 
Complex; ARC) [Arch. Immunol. Then Exp. (Warsz) , 41, 147 (1993) #M] izm 

vxitmts^<Dmmz I L- i(^iiw^$nT*o, a i ds (Dmmmu^ 
mzJea^^m^izmLxhi^xT--^ >zfuy^T—^<Dm.w\t.^^rji^Wi^iz 

10 -Dta-^^^ii^^ibti^o 

-'^<D^±&iZUW\HlZiy7.7'-( >7°D7^T— tf^S'tt^Wt"^ feC^T^^'^^o 

•^^ u TM*oAfla'H:4'<^)^>;^7^< >:/D^T— ^f^i^'*c)^«^^iffi*p^^^- 
s?)^oi:>^(D»mt^*o, ■^(ommmiz^Kim^omm^wmi^rzf^.mm^r^ 

nXViS [Blood, 82, 4448 (1996) Zih^^^. ->X5=-'f >:^n5^T— Ifffi 

7&^^$ tlT [Biochem. Biophys. Res. Commun., 122, 377 (1991) #,^] i: <i: 
t)lc:, flg^|ggPTO;^x:?^'>>BM^ [Vlrchows Arch. A Pathol, Anat. 
Histpathol., 422, 185 (1993) » tly^Zfi^>SW^ [Am. J. Pathol., 146, 848 
(1995) #M] , >^ a [Proc. Natl. Acad. Sci. USA, 2Q, 2628 (1993) #M] 

25 (D^M. tiXn—-^- \ ^^<D^M [J. Neuropathol. Exp. Neurol., 5B. 582 

(1999) d^^m^^nxii-s. *;^c, 7)vy/\'i'^-mm^mm.m(Dm\z 
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WW.'t -5 — M e>■^i■^:7^'5;>^>h (paired heUcal filaments) (DM^ t , Z. (DH 

b T V i -5 [ J. Neurochem., 66, 1539 (1996) #PJ c:<i:-^, /ST^D'TH^a 
j5t3|f{'.k<5#ili^Jia5ElC::*7Xyl— t*7&^Bi#Ti> [Exp. Cell Res., 234, 507 
5 (1997)#SS] tli^»^)6^e.'b5^M(c*5t:tS'>7.7-r>ya5^T-1f(^M-¥ 

A>^> h>|ipil^{30l^Xfc, B^(^rtiT:tr5^'7°->>H«14(0±# [J. 
Neurol. ScL, 121, 65 (1995) ^. :*;;i'/1<>«'l4#<Djt^(7)±# [J. 
Neurosci.,48,181 (1997)#M] d^^fe^tlT^SO, A-^yV >m\Z'D\^^X^ 
10 S#(D4'r^(343tt'5m-;<7;i//t-r XOf^^iiJn [Neuroscience, 23, 979 (1996) 
#BPJ <i:, fl^^lC^Dtt^ I L - 1 jSSeo^^ [Neurosci. Let.,2£l2, 17 (1995)# 

15 MWnl:} >\Z^^7.^i7 hU yjd-^ii^M. t> tlT -5 [j. Neuropathol. 

Exp. Neurol., 5S, 365 (1999) #8^] . 

^J' V ><7)^'l4fC:;^;Wt< ^Ti^M-^L-Tli-S Blfiltt^^S^^tlTVi^ [Brain Res., 
20 ai6, 375 (1999) #M]o $ 6 {b3^0^H{C I L - 1 )3 OH-^/i?^ 

$ tlTii 0 [Immunol. Today, 14, 260 (1993) #M] . C tl e> <7)#M^^tt3^S 

25 TVifc [J. Clin. Invest., 102. 576 (1998) dil"^, ;^;UA°-r >ia*^Jchm 
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mM^<Dm-:^)V/^^ ><DM^il^7ik-$tlX^^^ [Arteioscler. Thromb. Vssc. 

Biol., IS, 493 (1998) #m] iit7!)^b, MSE-ft, m^msk'^MmmmfS.Wi (p 
TCA) '^nm^u^f^sk'^M^izi^T^y'^ >-:fay^7—iLmmm^^mmx' 

7&tM,e>n-5 [J. Clin. Invest., m 137 (1999) #M] :Z L:^m^^tlT^D . M 
flip, llf®Sgl^{C:*5l.iT«, :<7 5^:;^'>>S7&^l!ifi|lS-7^D>'7->'{C<fc^X^ 

x5^>:«-^S:ieoTViS»^-e»^::t7&^^$ti Cj. Bioi. chem., m iisso 

10 (1994)#H^], S/Xt^-T >^n5^T--tf55^lliti^M<7)j^St?ij:oTVi§oItl'l4*^ 
Sfe, tf- I L - 1 IB (DM^^^LXm^^ [J.Clin. 

Invest., 22. 963 (1996) [Cytokine, 5, 57 (l93)#fiS], M^I^ 

m [J.ImmunoL.m3078 (l992)#M] ^t^l^g :i ^tlS Zl t t>5^$nTl/i-5. 

^ feO [J. Biol. Chem., 221, 12517 (1996) #81] ^^75^^., il CD|S#^J«5l^6^ 

JfllML'TViSCi:;^^^*, -^^l-^nKliiife [Cytokine, fi, 377 (1996) , 
1^3^ [J. Qin. Invest., 22, 1959 (1994) lC*f-rS^m*^«8^^tlS. 

^mitmmmizisi'f^ i l - i j3©ii4-fe^^$nTVi^ [ufesci.,4i.ii87 

(1987) #m]o 

25 i^T.^^ >-:fn^y—^it^m^jv^>(DM^\zm^-r^o ^Vim±^m 
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(D^W^misbtz [J. Biol. Chem., 262, 26038 (1992) :i<hA^e>, ^^BM 
5 [j.CIin.Periodontol.,25,34 (I998)#8g] #^?Pll343tt-5 vXt^-T 

10 <j: ^fg^esc^, (aids), aids mmmm ( a r 

c). f^ATmmmtiD.m. ^mmmmsfsLm. wmm. m^^^m. mmm. h 

(DIG) ^), A^, Bm. cm. ¥mm<D^^ )v:^^'^^n'iSL<D 

20 mmom^'^. Msk^mm. nmrn^mm. j^Av^mMmmmm. mm^^. 
miimm:!^^. f-smm. ^^^^p^m, mmmitm. #ffi3t^i4^?^5^, m 
0k. mA^mff^m. m^mmmmm. ms^xhay^-. mmnmmmm). 

25 5^, i\^7.^7.Y\z^^^m.. ^mm^'A. 'kmTU)i^-m). fLm. 
mm^j ^-^^m. ^-^^mi^mm « >x u >ft#i4 ( i m) mmm. ±m 
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mmm^^"^ (mmmitm. m^m^sL'^mmmW'jmi (ptca) 

m). mitmm. (aids) i^^UA i Dsmmmm. 

(ARC), ^±A^mm CT^ijT^^), wmm^itmm (t;w^3//wt 

JRi&a5<i^ia©«lafi«, Kf!C>.U^(D^':f^}^^'^ (PI -PI') ^^>i> 
\Z. •••P 3 P 2 P 1 -P I'P 2'P 3'---<i:Sto$n, PlgB^lC«, mM 

7L it, W099/54317 ^mM^ iZ it, 

ij)vn^>\, II tcjtt-rsp iSP^ (y;i'A*u>, :7xx;wt^->#), 
;i!j;ww>nc*r-rsp iSB^a (t;p^->, u>?>, ^o>->, a<j>^), 

25 ;^7^:/v>Btc?t*-r'S>P igp^a (>1^^:>'x— >, :7i-;i.t5— >, 
5^d>^>^), 
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5 z^ym). 

— WO98/49190^BJ^*l-fi— (A) 



T'bJ^ViT;U=^^;i/S*^T;i";r-;ua, ^^JAN, O, S;6^^)a^$n'5 l-' 
^;U5^:t»^fc«APT;l/^;i/^*S{C<fcoTM^^nTfeJ:l/i (C 5~C 

TJI^^I^^l'S, T;U^z:;I/S, 7;i-n^->S, ;\u7)Vzi 
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m> (C5~C6) 7'J-;U«. -O- (C5-C6) T'J-;i/», T'J-Jl' 

ife$nT'feJ:Vi->^ □t;w4^;us, 7;u:^;1/>'^dt;1'=^;uS, (C5~i 
2) 7U-;i/S> (C5~ci2) T u -^UT (C5~ci2) r 

WO98/24806^^aB»tC«— JJS^ (B) 



TJi/=^— T;i^=i=t^>'. AD7;m^$^. ;^j;i'/}?=^^s/;k ;<7;i'7i?T;i/n;^^ 
^}t(iADT;i/=t^;i-5^^TM^$nTfc^v^ (cs-ce) t'J-;i/, tu 
20 Ri^*^, AP. i^yy. -hP, tHp=*^->;i', APT;i/^;k 7^/, t 

TU-;w;^;i/^4^->T5 h\ ^fcfi-o- (C5-C6) TU-^u-eggi^ 




(B) 
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;WT5y, 7)V=¥)l. 7)\/'T^)\^. 7)V^U>~:^:t^i^. 7}V^Z.)V. T)V 
4^^^'>T5F, (C5-C6) -O- (C5-C6) TU-;K T 

;K T;U'Jr-;Uv^^PT;i^+;k 7)V^)\'i^i7U'7)V^:=-)\^. (C 5-C 1 2) 
10 7U-;U, (C5-C12) 7')-)V7)V^)V, (C5-C12) TU-;i/T 

(C5-C12) 7^)-)V>"^UT)V^)l. ^tc\t.7)V^)l 

si^ (c 5-C 1 2) T'j-;p->^p.7;p=¥;uTfe^,) ■r^$n'2)^k'&i^;5^ 

15 %0J(DPg^ 

7 y U a 6<) «rB^t- SCltSrmmL;^. 

:*:^HJ<^-^^ ( I) T^^nS 1 , 3, 4-^=*^-t}->?T\/U>m^#«, 

1 ) -m.^ ( I ) 
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(ii) c 1 ~ 8 r)v^)vms 

5 (iii) C y c AS, 

(iv) /\py>J^^. CycAS, -has, h')y )V^U)^^)Vmi^iiXSiy 
T J S*^ ^jl^^ n-SStC J; ^ Tg^^nfe C 1 ~ 8 7)l=^Jl&. 

o 

(v) D *^ 



o 



(viO R 
10 R^" 



(viii) V *fc« 



15 SfeU<«H^^C7) l~4<@O^^I^T, 1 ~2<@(D^mM^*3J;D^/*/c 
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(1) C l-STJP^JUS, 

(2) C2'^8 7JVdr=.jV^. 

5 (3) c 2 ~ 8 r;i/^-;u». 

(4) CycAS> 

(5) /NayvM^, nhPa. h U :7;i/:tP^5^;i^*. vTyS, Cyc 
A&. NR'^R'^'S^Sj^tJC-NHC (O) - C y c A»75^^jl^$tl^atC 

cfcoTfiii^nfec 1 - 8 7;w^r;u», c 2~8 7;U'>--;u»s^c«c 2~ 



(ii) C 1 ~ 8 T;p=^r;PS/ 

(iii) CycAS, 43J;tX 

20 (iv)UAT<z) (1) ~ (8) Tb^^m^-^n^i-^smo^miz^-oxmwk-^nrc 

Cl ~ 8 T;1'^;U*€:^*:) b : 

(1) -NR'^'R^^m. (2) -OR23a. (3) -SR^"*. (4) -CO 
R25S. (5) -NR26CONR2iR22a, (6) i/T-v?/*, (7) Cy 
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cA». (8) -NR26S02R2i» ; 

mm^. BitiiM^s^ti-NR2o-sicM^^t)-3T^<k<, m.Tj\^^u> 

«-NR2iR2 2«*^«-OR=''»trJ:-pTM^$nTlriT'foJ:Vio) 
5 t)l^. 

R^°it7Km0si^. c 1 ~4t;u4^;i^s, -coo- (c i~4t;1'^;u) S, 

R21, R22, R23^ R2 443j;t)CR2 6«, -?-n^*n|W| L. < ^ST^C O T, 

10 7K^M^. ci-'4t;p=^;pS> :7x— ;i/XSfc«:7xx;i/»i;iJ:':3T«^ 
$nfcci~4T;u=^;PS^^^^b, r^^^c i~4t;1/=\^;1'S. y:r.-)V 

a. -NR^iR^'^S (»4', •r'^T<?5fB^fit&i2<i:|Wli;^i*^**3-ro). - 

oTMSI^nfeC 1 ~4T;P=^^;USSr^t:)L, 
15 Rni7K^IE^> ci~8T;u^;|/S, :7x-;i/SSfc«:7x-;i'Stc:J;oT 

>(i-NR2iR22»^fc«-OR2 3S(c:^oT®^$tlTViTt)J:Vi,) Sr 



r2 
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10 O 



(1) tK^M^. 
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(2) C 1--8T)\^=¥)V&. 

(3) CycAS*/i(i 

(4) KkTo) (a) — (h) ^j^ibmitn^i-^-smo^m^z^^xmrn-^nfc 

C 1 ~ 8 T)V^Ji^^^^t> b : 
5 (a) -NR''^R''='», (b) -OR^'«, (c) -SR^^», (d) -CO 

R45^ (e) -NR''^CONR''^R''2S> (f) ^7::^>^y&^ (g) Cy 
cAS. (h) -NR^^SO^R^'S ; S^^^f* 

^0^=^, J5Slim^*fc«-NR''»-»{lM#^tD-pTfeJ:<> m7)V=^U> 
10 «-NR''^R'''a*fett-OR*'«lCcfcoTm^$nTViT'fockVi.) 

R^^jiTK^m^. c i~4t;1/^>iu«, -coo- (ci~4t;wu) 

15 R''^ R''^ R^'« R'"'*3j:tXR''ni, ^ti^enmc^^hVK^tmtsi-ox. 
$nfcc i~4t;1'4^;|/»**^l, R^5tici~4T;p^;u», :7ai-;p 

20 oTS^^nfcc 1 ~4T;u^;i'*^^t)b, 
M^^tifcc i~8T;w^;p«*at>-r*\ 

RejiR^t-i^tCT^toTC 2~67;i'^U>» (Stt^^ge^Di^cT)— 

mm^. B{£^j[^^^7t«-NR4°-»{c^#^^DoT%ck<, kt;w=^i/> 

25 «-NR''^R^='»*fc«-OR''3«{Ccl;oTtt^^nTViTfcJ;Vi,) 
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cycc«3~i 7 ^<Dmm^rzit=.m^mmm^mt)V. 




(gtf,, cycE«4~i 8 m.(Dmm^rci:i=.m^mmm^^tjh^ 

CycF«5~8 m<Dmm^^Mm^^tDV. 

15 (OtK^M^x 

(ii) Cl ~ 8 7)l=^}\^m. 

(iii) C y c AS, Sfcfi 

(iv) £;LTG> (1) ~ (8) f3^^mitn^i'-'5m<Dmiz^^xmm^nrcc 

l~8T;W^;i/SS:a^Db : 
20 (1) -NR^^R«2», (2) -0R«'», (3) -SR«^», (4) -CO 
R«5g^ (5) -NR^^CONR^iR^^S, (6) ^T-i/yS, (7) Cy 
cAm. ^rdt (8) -NR^^SOaR^'S ; fe^^^ti 
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5 R«°«7K^M^> c i~4t;i^=^;1'S, -coo- (c i~4t;u=^;u) 

R«\ R«^ R«\ R^'^id^UR^^it. ^n'enmc:d^'hL<itmu-^x. 
10 $nfec 1 ~4t;1'=^;1'*^**3L'. r^^j^c i-'4t;p=^^;1'S. :7ain;u 

-NR^'R^^S (S^". t"^T(D|2-^{iHfilSa:|WIC^im^^t)t".), - 
OR (S*, R«niHai2tl^i;ici*^^*D-r.) ^?t(i7x::i;i/Slc:J; 
oTil^$n:/tC 1~4TJU^;1'S2:«*dL, 

Rn*7KmM^> c 1 ~ 8 T^w^^us, :7x^;w»^;t«:7xn;w»{Ccko-c 

R^itR^ L—^\ZU-dXC 2-^QT)V^U>m (a4'®^^M^<D— OtS^ 
^M^, BSItI^^^*>t«-NR«''-a{ce#tfe*3oTfccfc<. m7)V^V> 
tt-NR«»R«2g^;/^fi_OR63^{3j;^XM^$tlTViT=fo<kVn) Sr^ 

20 rz.fz.\^. R> R'v R^ R^ R^ R'. R'^ R ' ^S^'OC y c AS«. 

-€-n^*ni^i;7&^t)L< HS7:j:oT^iT'b<J;<, $e)tCCycA, CycB, 

CycC, CycD, C y c E:fe J^t/^C y c F Ji. -^-n^'njfilLLT 1 ~ 5 

{SOR^^XfCckoTg^^nxViTfeJ^ti : 

R2 7S« 
25 ( 1) C 1 ~ 8 T)V^)Vm. 
(2) 
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(3) -NR*^R'2». 

(4) -OR^^S> 

(5) cs-^i oo^mm^bi^ Kit.- m^mmm. 

(6) ::ihPS^ 

5 (7) hOy)i^^U;f>^)Vm. 

(8) '>TyS, 

( 9 ) 5-10 moms L < \t-m^mmm. 

(1 0) -SR^^'S, 
(11) -COR'^S, 
10 (12) :t=^yS, 

(1 3) -so2R''a> 

(1 4) -OCF3S, ^fciit 

(15) OTCO (a) ~ (m) >&^e>)l*^SnS l~5<@©*lC<fcoTB^;^ 

tifec i~8t;w=^^;u» : 

15 (a) ;\ay>m^. (b) -NRi^R^2^, (c) -OR^^», (d) C5 
-1 0(7)^^feb<«- m^M^^. (e) nhn*. (f) hU^;i/^Pp^ 

(g)'>Ty», (h) 5-1 oM»#a'bb<«-^^^i^^. (j) 

-SR^^». (k) -COR»=a, (I) -SOzR^^a^fcf* (m) -OC 
F3S (Stf, R^^*3cktJJR^ni-€-n^*n|pID*^feb<«MJ5:oT, TK^JSi 

20 c i~4T;p=^;ua. -coo- (ci~4t;w^;u) ^x-;!^* 
j;tXR^ni, ^n^ni^.i;d^t>u<«S75:oT, tk^m^, ci~4t;1'+ 
<&^t>b, R^5«c i~4t;u^;u«, yx.zL}v^. -nr^^r^^'* (»+, 

25 •r^T©IH^«HiilBi:|s|i;ic*S^*:)-ro). -OR^^S (S^^. R'niHfifB 
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C 1~4T;1/^;P«> Cy c AS^fc^Cy c AXlZj^oTSm^n^C 1 

— (I) T^^ns^k^titf. AA^T&t^tj-r 
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cyccni~2 m(Dm.mm=F: i m(Dmmj^.^ii<i:zsx^rzu i m(D^n 
Sit. 




/ 



-r ^ i « Tic V i CD .i: -r ^ J , 

J HiC 1 ~6 7;W^U>S^£^t>L. 
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10 AA2/>i^t)-r 



cy cDnc3~i 4(Dmmhi'<it-m^^mm. ^rc\ti--2m(D^m 
15 nui^^xh^M ^^iD-to 
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t5 -r i ;^c£ V i <D i -r ^ J « 
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(o) ^-^^m'r^4'-'i 8m.(Dmmm i>i(ommmt. i~5<s<z)r2^ 




5 :^#:6<){C«t>-rt, 




ci-^ATji^jm^^i^-To). -N=m. mmm^i£.rzit- s (o) p- 
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*^t>-ro), -N=s, =N-s, mmm^^fcit-s (o) p-» (S'f, 

*^c, AAi<i:AA = 7&5— )^{C7^^c.T^t>•r 




C y c F « 2 m(Dmmm^^^^-t^ 5 ~ s Mco^s^^$:«*:>-r. 

10 
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^>5^;k ^^s^;i'. ^^^5^;PS4i3j;zjf;ine><DStif* 

^^iqiffl^tf-rrfflli-SC 2~8T;P4^x;USi:«, 1~3^@<7)HS^-&^W 

■rsx5^;i/, ■^De;^ ^4^>';k -t^^yv 

15 ^>^-;k ^^i/zL)\,. ^y^-;K ;ti7^x;i^a^d^'^tf e)nSo 

\%. :7xx;i/^^;k :7xx;i/X5^;k :7xx;wyptf;i', 7xx;i/:/^;u 

20 .fct>';ineostt^^^"*'r-5>o 
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7^ h ^ ^ 5^ u *5 ct :in ^ ic*-r ^ o 

7^h^^5^U>> ^>^^5^l/>, ^^-y-p<5^l/>> ^:/i5'^5^1/>, 
5^ U >X 43 J; t;^ e> ^ic*-r ^ o 

mmm^. t^nm^. -nr=^°-», -nr''°-«, -NR''^-s^;fcti- 

NR«°-»<hS^t^too^cS, FdAtf. -CH2-O-CH2-, -CH2- 
CH2-O-CH2-. -CH2-CH2- S -CHg-, -CH2-CH2-N 
20 H-CH2-. -CH2-CH2-O-CH2-CH2-. -CH2-CH2-S 
-CHj-CHj-. -CH2-CH2-NH-CH2-CH2-. -CH2-C 

H2-N (CH3) -cH2-cH2-^*^^tf e>n'5. 

- N R * ° -SS^cH- N R « ° -SfC® #^*:>o Tfect C 2 ~ 8 7;P=^^ 1/ 
25 >»<hti. X5^^>, hU^^^>, 7^h^p^^l/>. ^>^p<^U>, ^ 
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-CH2-CH2-0-CH2-. -CH2-CH2-S-CH2-, -CH2- 
CH2-NH-CH2-, -CH2-CH2-O-CH2-CH2-, -CH2- 
5 CH2-S-CH2-CH2-. -CH2-CH2-NH-CH2-CH2-, - 

CH2-CH2-N (CH3) -CH^-CH2-^;5^'#^f ^nso 

10 3'^mim^^<&lc5fe-r'5, 

S/i7D^:/iS7>, >';J7D^>^>, zyi;u^^^L>. i^c'u^y^-jx.y. 
15 v^D^^-tl-:/X>, A;>if>, ^>^l/>, -r>T^>> :^7^1/>, TX 

i^^u^>'$'>. i^Cu^^^>. v^D^y^^, 5^/7 a 

7>h^±>. 7±i-ry^U>. t*7xx^>, HP^>iS'l/>> 
25 — tFP-1'>5^>. /t— t h*P:f-:7:$'l/>. A°— tKPTXl/>> /I— k K 
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mm^ii^zsy^r:iit i mo^^nm^^^m-r^ 5 ~ i o m<ommm^\t. 

1 {@o?^^j^^^^w-r ^ 5-10 m<ommm7 u s^c«^o-^fc 

10 Piit. tfa-jp. -r^^^y-;!/^ h'JTy-;i', y^h^v-)i. ^d^^z-jv. 
i^vz^y. tf^v>> tfU5i^>> tfU5'*i^>, Tifif>, >^T-ifhf>. :7 

Ty-;U, :*-^'9-T-:^>, ::i-=<--y-i^T>^>. :t=^1f-tffcr>. rt^iJ-v'Tiftr 
15 5^T>?Ty-;K 9^T>^>, 5^TvT>'>, 5^Tiit°>, ^TvTife 

y^^i^>. :J-7^u>'>, =^y^-ti-'j>, ^^:^yu>, s»yu>, 
25 Uv?>, tf^V'j>, t!^yj>^>, tr^'Jv>. tr^^-:/>. 5^h^tiH 
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hHP5^TV-JW, v^b HP< v^7y-;k -T^h^t HP-rv^Ty-;k 
10 'Jv^y. n-k HP^>V:7^>, >Jt hp-t v^>^/y ^>> /t-tK 

Pr1'y'^>y>'^>> i/t: FP^>y^:^yx>. /I— b FP^>y5^:ty 
x>, >?b HP-r V'^>^/5^^:7x>, /t-b HP-r V^>y5^^:7x>, 
v^b KP-r >yy— >>l^, b HP-f >iS^y— >>K i^bHP4^yU>, -T-h 
^bHP^/'J>, /t— b Hp=^^/ U >, v?b Hp< y=*^y U T^h^b 

15 KP-ry^yu>> a°— b HP-f y^y u >. ixbFpy^^>'>> 

\LYuv^^vy. n—\LYu'y^'y-jy. vb H P-:^y5^U 5^h^ 
b HP:^:75^U v?>, /t— b h*P"^-:75^U>'>. ixb KP^y^tl-'J >, 5^ 
h^b HD4^y=lr1tU >, /'^-b KP=^^y=^ritU>> v?b KP^T^-yj >, 
5^h7b HP^:^yu A-b HP=^:^yU>, >^bKPe>>y'J>, 5" 

20 h^bKp>'>yu>. /I— b KP'>>y u >> i/b Kp^>y^=^ify- 

/t-b KP^>y=r4^-ti-y— v'b HP^>y5^Ty->il', /1-bH 

p^>y5^Ty— ;k >^b Hp^>y<5yy— /i— bHP'oy-rs 
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m^.^ii^ux^fzi^ 1 m<Dmnm^^^m-r^ 3-15 m<Dmmm7 u - 

mi^^^^nx^rcu 1 ^(^e^^i^^^sr-a^-rs 3-15 m^is^^t u - 
5 ji^iiLTis, tfp-;i/, -r5^y-;w. hurv-jw. 5^h^^/-;u, tr^ 

tfu>?>. tf^>?>. b^U5>^>, eu^>^>. T-tftfv. v'Tif 

^1)^^*5 J; 1 m(Dm.nm^^^m-t^ 5-15 m.<DmmmT u - 

20 -^"^i^y. -t^-t^y. ^^^y. 5^x^>, Ka^jy. hrDUi/>, <5 

^yu>, -f^^^/'Jv^^. h'JTVU>. h'JT^/'J>?>, T-h^^/>J>, 

5"h^\/>j>'>, tf^i/u>. t!^i/'j-:^>, tf^'Ji^>, tr^^>'>. 5^ 
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T^z-Ji^. ^;i/jj^u>. 5^:r^;i-7j^u -r>HU>. 'i'v-r>HU>, 
/I— k HP'ry'^>^/:7^>, >^k kp^>i/5=-^7x>, /i-kKP^> 

-/=^^yx.>. v?k KP< y^>^/5^^^3i>> /I— k Hp-I* V^^V^^^ 
10 :7a:>, 'J\i\^u^>yV-)V. A-k H P<>y^/-;P. i^kKP^yU 
>. 5^h^kFD^/U>> /N°-kFP^/U>> >^k HP-f V^y U 

7" h^k Hp-ry=^ry'j /^-k kp-t v=^y 'J>. >^kFP7^^>?>, 

T^h^k Hpy^^>^>. A-k Fp:7^^>^>, v'k Hp-^-:75^U v'^, 
T^h^k Hp:^^^!;':^^, /^-k Hp:^>'5^U>^>, >?k h*P^y ^itU 
15 T^h^k KP=\^y4^1f U>, A-k HP^y=Mi-U >, v'kKP^^^^V 

'J>. ^h7k HP+-:^yu>, /I— k HP^:t-yU >. i/k HP 
>, 5^ h^k KPv'^y U A— kHPv'>yU>, 5/kHP^>y:t^ 

— k KP^>\/^Ty— ;k >?k KP^>v''-r 5^1/— ;K /t— kHP^> 

T-tfk>, ^>y5^7>'T-lf k>, ^>y'T-tfk>. ^>yi^T-lfk>. < 
>HP^=t^VT1fk>, >KPxh^kHP:^-=^^lJ-iie>, -r>HP:t=^ 
ii-:^7iftf>, <>KP7"h^kHP:t^-tJ->^Tiftf>, OHP^^T-fcftT 
>, > KP^^h^k HP5^Tiftr>, -f >HP5^T>'T-tftf>, OKp 
25 T^h^k HP^Ti/Tif k>, -r>FPT-lfk>, > K P5^ h ^ k K P T 
-tfk>, -f >HPv7-if -l->HP5"h^k KPvT-tfk>, 
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1. 2, 4 -^^lJ->?TyU >. 5-^=^V-l, 2, 4-5"Ti^TyU>. 
4-:*-^V<53^yj>,. 3, 4->'h Hn-4-7j-4^y fcr<J5>f>, 3. 
15 4, 5. 6-7^h^hKo-4-::*-^Vtf'J^-:^>, 2 -:t^V-1' > H U >, 
2 -:*-^^V-5^h7t Ho^yj 1. 2->?k KD- 2 -:^-=1ry=^^:^V 
U>. 1. 2 ->^t KP- 2 -:t=^V^y^itU 3-:^-^Vtr^V'J 

>, A-t HP- 3 -;*-=^y e»j^>^>, 2-:t^y-i. 3. 4-^^-y- 



o 
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15 -v^tD^n^mx^}^, 

ckO A^6<j{cfi, i/i^D^>^>, ->^D'\^-!t>, z^^a^zf^>. ^ 



5 
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5^7 >, tfD'J>?>, fcr'^'Jv>. k'->i:7D [2. 2. 1] ^7'^>, 
tl->;^D [2. 2. 2] :^i7:$'>, [2. 2. 1] 

7-^=^^y bf'>i7D [2. 2. 1] ^y^J'^, T-^^Tb'v'^D [2. 

5 2. 1] ^■/iS'>*^^tf e>n^, 
it. 




o 



10 T^*^$n'5^lr$)S,> 

J:Omi^mzU. 2 -^+Vt!PU>^>, 2-:t^Vtf^Ui^>> 2-^ 

1. 1, ->^:*-=^V-3-'f y^^T^/Uv'^. 1. 1 ->':t^V-3-'f y 
^7z^>. 4-:t^y>^Tiftf>. 2 -::t-^y ■< > H 'J >, 2-:t^ry-5^ 

15 h^tHn^yu>, 1. 1 -i/^^^^y- 3 -^>x-r y5^Ty'j>'>, i. 
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5 €)tl-5>o 



10 



15 (I) R*^*^t?t-Stt-r^T|fF*LVi*t, a;0»*L<H, 

(ii) CI ~ 8 7}V^)im. 

(iii) C y c AS. 

20 8 7)V^)Vm> 
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o 

(v) U 

o 

(vi) R^«>^^JL^ 



(viOR 

N 



o o 

(viii) Y 



ax) 

5 R^« 



^<^\Ztl^^V<it, C1~8T;WI^S, Cy c AXSfe«ZlhDX*^^>i 

o o op 

10 

[ I ] ( 1 ) C 1 ~ 8 7)V^)Vm. 

(2) C 2 ~ 8 T;i/'Jr-;PS> 

(3) C 2 ~ 8 T;!/^:::;!/*, 
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(4) Cy c A«> ^tzit 

(5) Cy c A»43cfcCK-NHC (O) - Cy c Am^^^M^-^n^&^Z^ 

(6) Cy c A»{CJ;oTtgtfe$nfeC2~8T;U^-;W»> 

5 (7) Cy c A»{CckoTMtfe^nfcC2-'8T;P^n;PaT'^«9, 
ScfJOCy c A«l~5^S(DR2 7^SfCj;oT®m$nTViT'bJ:<, 
R2 7agtj:, (1) C 1 ~ 8 T;l^=\r;WS, 

(2) Aa'5''>l^^, 

(3) -NR^^R^'S, 
10 (4) -OR'^m. 

(5) :7x-;u»v 

(6) :::hPS» 

(7) h^jyji'^u^^^jim. 

(8) v'T/S, 
15 (9) 5=- 

(1 0) -SR'm> 
(1 1) -COR^'». 
(12) 

(13) iJATO (a) — (k) d^^il^^n^ l~5^S<D»l::a:oTS^$ 
20 nfcCl~8T;U^;i'ST'^^75^ : (a) yNay>M^^, (b) -NR^'R^^ 
(c) -OR^^S, (d) yjLZLjm. (e) ::ihP», (f) h'JyJl^t 

(g) i/yya, (h) 7^h^i/-;p», (j) -sr^^», (k) 

[II] (a) APy>I^^, h 'J 7JP^D>^^;US, -hP»> ->Ty»*3j; 
25 tKNRi8R^^S;i»^e.)l^$tl§S(Ccl;oTS^$nfcC 1 ~ 8 TJl/^^^L-a, 

c 2 — 8 TJi'^-Ji'SS fcJic 2 ~ 8 t;u=^^— * fc« 
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(b) (1) l~5^@(D®^SR2'^WT^Cy c AS, 
(2) l~5®©gmSR=^'^^T-5)Cy c ASTMrn^nTli-SC 1~8 
T )U^JVm. C 2 ~ 8 TJW'ir-JUS^ifctiC 2 ~ 8 7)V^^)V^ 
(fzfzV (1), (2) tti(DR2'SK>-5-^iJ>;^j:< <h'b HSI«» 

5 (i) c 5 - 1 0 (omm % L < nn^^^m^, 
(ii) 5 ~ 1 0 m(Dmmhv < it:=.m^mmm. 

(iiO-SOzR^^S. (iv)-OCF3», 

(v) (a) /\ny>m^^ (b) -NR^^R^^X, (c) -OR^^^, (d) C 

S'-'i o(Dmmhv<it-m^mmm, (e) nhas, (f) hu^jp^^d 
10 (g) '>rym. (h) 5~i o*(7)^5it>L<«-^^^ti^^> 

(j) -SRi^*. (k) -COR'-"'S> (1) -S02R^'S43j:tK (m) 

5-1 om<Dm^^v<it=.m^mmn. -so^R^^m^^n-ocF 

[I] (1) ci ~ 8 t;i-^;i^S, 

(2) c 2 — 8 

(3) C 2-'8T;U=^^::i;P», 
20 (4) CycA», 

(5) Cy c Aa*3d;tX-NHC (O) - Cy c Am^^'bM^^tl^MiZJ;: 

(6) Cy c ASt3«koTMm$nfcC2~8T;i'^rzi;i.», S^Sitt 
( 7 ) C y c AStCcfc o TSmS nrcC 2 ~ 8 T;L'=^^li>'U»1ra5 0 , 

25 S't'COCy c A«l~5<@CDR2-'»»{3cfc-pTSM$nTl^Tt)J:l.i#^t> 
L < it~m^<D C 5 ~ 1 0 (D^mmr U -;US>S:«-€-CO— SBfe U < 
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^ fc fi-e CD— SB t> L < «±gi5*«fiafp Lrzmx'$>^A\ * it 

[II] (a) AP^>m^. h^Jy)V^n^^Am. -hP«. v7/S*5J: 
c 2 ~ 8 T;i^^-;ps^fcttc 2 ~ 8 T;u=^^3i;ua, *fc« 

(b) (1) l~5i@(7)m^SR=''<&WT-5Cy c AS, 

(2) l~5®<OM^^»R2'^WrsCy c AX-rMife^tlTUi-SC 1~8 

t;u4^>>u», c 2 ~ 8 7;P'jr-;u»$fe«c 2 ~ 8 t;u^-;w» 

10 (feySiU (1). (2) 4'OR2^»G)-5-^^!>7^j:< <hfc 

(i) c 5 ~ 1 0 <Dm^t) L < ii—m^mmm. 

(ii) 5 ~ 1 0 Mco^m b < 

(iiO-SOzR^^S, (iv)-OCF3S, 

(v) (a) AP^>m^, (b) -NR^^R'^S, (c) -OR'm. (d) C 
15 S'-i 0(Dmm'hV<it-m^^mm. (e) :ihnS, (f) hU:7;^:tn 
(g) (h) 5~ 1 0McDm^feL<«-^^^^m. 

(j) -SR^^S, (k) -C0R'«», (1) -S02R^^«43<fc(D^ (m) 

20 5~1 0MO#^feL<«-^^«^^> -SO^R'^mSfctt-OCFaS 
SifOCy c A««#i8fcL<«— SliCcOC 5~1 0 ommmT ^J-JV^tc 

43 



wo 01/40204 



PCT/JPOO/08515 



mziJtf^V<1it. [I] (1) C1~4T>)WI/S, (2) C2~4 7;i/'5r- 
(3) C2'^4T)V^:^)Vm. (4) C y c A». SfcH (5) Cyc 
A«{Ci:oTB^$n/c:C 1 ~ 4 C 2 ~ 4 7;U^->'USfc b < 

tfD'j>?>, tr^Uv>. fcf^^>'>. ^;u>f:U>. kfa— ;i/> ^ 
5=-::r:7i>. tfuv>, tfu^5^>, t:7v>, tru^>?>, OK 

[II] (a) /\uy>m^, hOy)V-^u^^)l'm, :=ihnS, v'Tyft^sJ; 
R ^ « R ^ ^S*^ e>S*^ ^n-SStCfco THI^^nfc C 1 ~ 8 TJP^^;!/*, 

c 2 ~ 8 rjv^=-)i^&^ftitc 2 ~ 8 t;i^+^;u»> 

15 (b) (1) l-SPcDgMSR^'^Wr-SCy c 

(2) l~5®<Ogm»R2 7^W"r-5Cy c A«T«tS|$nTVi-5C 1~8 
T)V^JU&. C 2 ~ 8 TJP'Jr-^USSfe^C 2-8 TJl^=^n;US 
(1), (2) 4'OR^'S<Z5-5-^^i>;5:< tfe 1<B«. 

(i) c 5 ~ 1 0 (Drnm^b L < 
20 (ii) 5 ~ 1 0 M cD^^ b < itum^mmm. 

(iiO-SOgR^^S. 

(iv) -OCF3», *3J;t;f 

(v) (a) /\ny>m^, (b) -NR^^R^^'S, (c) -OR^^*. (d) C 

5-^1 oomm^hLKi-s.—m^^mm. (e) :zhnm. (f) hU7;i/^P 

25 (g) ->TyS, (h) 5~ 1 oM<Dms*)b<«-M^^m^, 

(j) -SR^''*, (k) -COR'^m. (1) -S02R''S*J:y^ (m) 
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(TcfcV. />;^ci:< ife l{a«C 5~ 1 0 (D^^fe L < «-M^Mm^> 

trou>?>. tf^Uv'^^ kr^^v^^, ^;i'7^u>> t!a-;k :7^>, 9- 
tfu>^>, tfU5i^>> t°^v>> tfu^>^>, -rvH-;!/. 




* fc « R <t — T^C -3 T«*D-r 



O r2 
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RM^'^^t"S«T^T^f?*LV^*^', ct D5?Sb< «7K^M^. C1~8T 
10 TK^I^^Ta&So 

1=1 > 
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:7i-;i'S, k KP^^^v 7 X cooh». CONH2S. 

10 C l~4T;Hl^>'*t>b<«7xn;i'«-Cgm5nTt^-5C I'-STJW^^^ 
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[I] 7K^M^^. c 1 ~4TJl-^;i/S, 7xn;i/»feb< tt:7ai:^;UStc:=t 

[II] AA'd^mi^-^-cifesii^, Rt-mizu^xmt:>-rc2^67Ji^^u 

[II] AA^*W^'&"t?fe'5i:#, Rt— i^lC?5:oT*t>T5^h^p^^U>, 
'<>iS'^^l-'>, -CH2-CH2-0-CH2-CH2-> -CH2-CH2- 
NH-CH2-CH2-*>b<«-CH2-CH2-N (CH3) -CHj-CH 

— JJgSC (I) 4^, AA^<i:AA2?{)l-i^{z?^toT^*D-rS«T^T$f*bVi 
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CHaS, :7x-;l/«, t KP + '>7x-;i/». COOH»> CONHaS, 

C l~4T;i'=i^'>»=bL'<«:7a:-;i/»TM^$tlTVi'5C l~8TJl'4^ 
10 TK^Hi^T^So 

2|s:^§g<^)i?SL,V^t:^«^ibT«, — JISS; (la) 




(^5:4', -r'<T<^IB^«HiJfB<i:|W|i;it*^&^t)-r«). -IS^ (lb) 



20 
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5 (^^^ -r^x<DmmtmmtmcMf^^^t:>-^o). (le) 




i^^. 't^x<D$s.m^miitmcMf^^^t:>-ro). — (if) 
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O 




5 (^^4^, -r^xcDtimtrnmizmcMf^^mtD-to). (ij) 




(^•f, •r'^T<^IE^«WBBtl^Dlci*^«*:>-r»). — (Ik) 




52 



wo 01/40204 



PCT/JPOO/08515 




(^4,, -t-^XO^mtrnltltmCMf^^miD-to). (In) 




i^^, -r^ToiE^tiwiEti^ Cleric *^*3-r.), ^^U'tn^o^^^m^ 
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^1-1 




(1-1 A) 



1 

No. : 




No. 




1 


2-F 


14 


4-CF3 


2 


3-F 


15 


4-CH2CH3 


3 


4-F 


16 


4-(CH2)3CH3 


4 


2-CN 


17 


4-C(CH3)3 


5 


3-CN 


18 


4-N(CH3)2 


6 


4-CN 


19 


4-OCH3 


7 


3-NO2 


20 


4-OCH2CH3 


8 


4-NO2 


21 


4-Phenyl 


9 


3-CH3 


22 


2,3-di-CH3 


10 


4-CH3 


23 


3,5-di-F 


11 


2-CH2-CI 


24 


3,4-dl-F 


12 


4-CH2-CI 






13 


4-CI 
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No. 




25 


2-CH2-N(CH3)2 


26 


3-CH2-N(CH3)2 


27 


4-CH2-N(CH3)2 


28 




2d 




30 




31 




32 


3 --rQ 


33 
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(I-4A) 



No. 




No. 




1 


CH3 
^CH3 


12 




2 


H3C>^CH3 


13 


CH3 


3 


^COOH 


14 




4 


NH2 

i r^o 

1 


IS 


H 
f 

HO/,,^CH3 


5 




16 


6 




17 


Phenyl 

f 


7 




18 


r 


8 


no 


19 




9 


H 

* NH 


20 




10 


COOH 


21 


HN^ 
0 0 0 


11 




22 
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^5-1 




(I-5A) 



No. 




No. 




1 


2-F 


14 


4-CF3 


2 


3-F 


15 


4-CH2CH3 


3 


4-F 


16 


4-(CHj^3CH3 


4 


2-CN 


17 


4-C(CH3)3 


5 


3^N 


18 


4-N(CH3)2 


6 


4-CN 


19 


4-OCH3 


7 


3-NO2 


20 


4-OCH2CH3 


8 


4-NO2 


21 


4-Phenyl 


9 


3-CH3 


22 


2,3-di-CH3 


10 


4-CH3 


23 


3,5-di-F 


11 


2-CH2-CI 


24 


3,4-dl-F 


12 


4-CH2-CI 






13 


: 4-CI 
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(I-5A) 



No. 




25 


2-CH2-N(CH3)2 


26 


3-CH2-N(CH3)2 


27 


4-CH2-N(CH3)2 


28 
29 
30 

31 




32 


3 ^N^ 


33 I 
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1 J~T 



a-7A) 



No. 


i 


No. 


i 


1 










H3Cx^CH3 


13 


: CH3 
T 


3 




14 




4 

5 


\ ^° 


15 
16 


i H 
f 

HO/,.^CH3 


6 




17 


Phenyl 


7 




18 


r 


8 




19 


9 


H 

^ NH 


20 




10 I 


^OOH 


21 




11 


HgN^O 


22 


0 p.p 
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m 8 




(I-8A) 



No. 


i R — AA^ — AA^ — 


1 


! ° 

•s^ CHo 


2 


o 


3 


o 


5 i 




6 i 

L 


O 
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(MB) 



No. 


: 


No. 


i 


1 




14 


4-CF3 


2 


3-F 


15 


4-CH2CH3 


3 


4-F 


16 


4-(CH2)3CH3 


4 


2-CN 


17 


4-C(CH3)3 


5 


3-CN 


18 


4-N(CH3)2 


6 


4-CN 


19 


4-OCH3 


7 


3-NO2 


20 


4-OCH2CH3 


8 


4-N02 


21 


4-Phenyl 


9 


3-CH3 


22 


2,3-di-CH3 


10 


4-CH3 


23 


3.5-di-F 


11 


2-CH2-CI 


24 


3,4-di-F 


12 


4-CH2-CI 






13 


4-CI 
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^9-2 



H3C 

y-CH, 



-NH 



No. 



25 



26 



27 



28 



29 



30 



31 



32 



33 




»27 



.27 



2- CH2-N(CH3)2 

3- CH2-N(CH3)2 

4- CH2-N(CH3)2 

3 



(MB) 
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^1 2 O N 



No. 




No. 


r7 


1 


f^CH3 


12 


f 


2 


I 


13 


f 


3 


^COOH 


14 


"a^^^CHa 


4 

5 


NHo 
^O^CHa 


15 
16 


1 H 
f 

HOYCHa 


6 


^Q-CHa 


17 


Phenyl 

f 


7 




18 


r 


8 




19 




9 


' NH 


20 


j'^'^^NHa 


10 


COOH 
HgN^O 


21 

22 1 


HN-^ 
O o o 
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^13-1 "3C 



oil" o 

No. i 



No. 


! oZ7 
1 R 


No. 


R 


1 


2-F 


14 


4-CF3 


2 


3-F 


15 


4-CH2CH3 


3 


4-F 


16 


4-(CH2)3CH3 


4 


2-CN 


17 


4-C(CH3)3 


5 


3-CN 


18 


4-N(CH3)2 


6 


4-CN 


19 


4-OCH3 


7 


3-NO2 


20 


4-OCH2CH3 


8 


4-N02 


21 


4-Phenyl 


9 


3-CH3 


22 


2,3-di-CH3 


10 


4.CH3 


23 


3,5-di-F 


11 


2-CH2-Ci 


24 


3,4-di-F 


12 


4-CH2-CI 






13 


4-CI 
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H,C 




(I-5B) 



No. 



»27 



25 



26 



27 



28 



29 



30 



31 



32 



33 



2-CH2-N(CH3)2 
3*C N (C 113)2 
4-CH2-N(CH3)2 
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1 5 




9 N-NH 
" O 



(I-7B) 



No. 


i r7 


No. 




1 


i 9"3 
^ CH3 


12 


^ X) 
i 


2 




13 


i CH3 
f 


3 


^COOH 
1 


14 




4 

gr 


: I 

i ^° 


15 
16 


f 

f 


6 




17 


Phenyl 


7 




18 


r 


8 


no 


19 




9 


H 

" NH 


20 




10 
11 


COOH 


21 i 

22 


HN-^ 
0 0 0 
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^1 6 




(I-8B) 



No. 


i R— AA^ — AA^ 


1 


i o 

CH3 


2 




3 
4 


0 

CH3 0 


5 i 




6 


0^ 0 
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mxit. 7)v^)vm. 7)vn^=^m. 7)u^)u^^m. 7;i/^-;us, 7)u 

5 ^^mm<DW^m\z^^mm^ (r, s#:. a. ^i^. jL-ry^^-^—. v 
^n-^hif^y^-^mz^^mi^i^ (^m\ii^. i&m^m. w-mit-^m. 

iz^m-^ti^. ^mmm^. ^mikunt. 7)it}^j^mm. 7)vt)^)±m 
^mm.. 7>'E-'yAm.. 7 2.>m. mmm^m^m^fibn^o 

tmi^mitmrniDtjii^^. 7Kigi4®fe©7&w*LVi. m^u^mmmti^x 
a. 7)vti^)^m (^u-^A, •)-h^)^j^m) (Dm.. 7)vti*)±m^m 
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(1) (I) xm-^ti^it-^imo^-^. AA^ AA^jbrnmizmm"^ 
mm^^Mt:>-^mMt^ii^. tn.iD^-m.^ (ia) 

R« O W 

(^4^, R\ R''^*3J;t>'R«^fi^n^*nR, R^:teckafR«<i:|n|i;ii:^^^ 

-i^^ (iiA) 

A- Ih 

15 (^4', 
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wA*^'- s - z <z)«^«. ^niz3\tm^^xssiumK!t-\zn'r^hi,z^-:>Tm 

5 (1) y^>-^UM (TEMPO Reagent) Srffl^i'&:^}i 

(2) y^X-^ — '^yUM (Dess-Martin Reagent) ^fflt^ 

(1) y'>:^umt:m^^^:^mit. mxit. mmmm (^auTi^jvA. m. 

10 it}^^Uym) y^>^Um (2, 2. 6. 6 -5^ 1 - tf^ 

(2) y'::^-T-^>um^mi^^^:^mit. mxit. ^mmm (^nu-si^ 

;UA. i^^nn^^^m) tf, 7^;^--7-^>li^ (1. 1. 1-hUT-fe 
15 h^'>-l. l-v'tKD-l. 2 -^>y3- H^v-;u- 3 - (IH) 

zine* (1) *3ckDf (2) i/i-rnfe^^tt:?!/;^ (T;Pd'>, ^ 

mit. ^pp^DA^truv-'^A (pcc) fdj: ^ieYt;s;t« 

I^Comprehensive Organic TransfonnationsJ (Richard C. Larock, VCH Publishers, 
Inc., (1989) 604-614) (ClE*^ $ tire t) tlS » 

(2) — ^i^; (I) ■xm^n^it^moo^. AA\ AA^'Amf^izmm-^ 
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■tfJ.t)t>-^^ (IE) 



p7A p8A 




5 (^4", -r^T(ot&^itmt&iimcM^^mt>-ro) -v^-^n^it^mit. m 
^^T^ymcD^mm^mtD-rit^^. -TTict^-^-^ic: (ia-2) 

p7A p8A 




(IA-2) 



15 ST^nJi*#fC:K^^^7^j:li. T. W. Greene, Protective Groups in 

Organic Synthesis, Wiley, New York, 1991 tC|2*c $ tltc (D i)^m V ^ 6 n-5 . 

2) ®?^^T}c^5tt^)lJ^^«>S;£:, 
20 3) jnzK^^^tCck-Sfltt^as^Slldt^frf ^>tis. 
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^m<D7i^mim (A(^miti-h*joj^, 7i<.m<\::tj^)0A. 7i^m<t^j^oAm). 
10 2) ^^fi^Tir(7)jiji^^sf£;«, ^jAt^. mmmm mit?^^u>. ^uu 

7}>;i/A, >':t=^^ti->, B^^x5^;k txv-;I/^) (g^M, hU 

:7;i.:tDg^iS?, p^iS^>x;w3^>®?^), (J^gg. mmm ^fc«cin^ 

-jvm Xi5'/-;m), ^>iL>^ (^>-tf>, h;i.x>^). 

erh>l^ (T-feh>, p^5^JUx5";i/^S>^), xhU;l/^ (T-feh-hU;|/ 
»BJET<©7K^^H^TSfc«^^T >t X«^7 A?^«ET, 0-2 0 0 X:-unf3i 
25 (3) — (I) T^^n^^b^i^O^-^, AA^ AA2;&i[^Bt(C^j^^ 
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10 -;i.»*fe«^T^>?ys&'^wr'5<b^#j, t-JS^^-^-ag^ (ia-i) 



(SCtf, R'^-^ R^'^-^*3ctt^R8'^-Ml^n^'nR'^, R^A*5j;rXR«At|^ 
D«5fe$:^t3-ro Tcfzl^. RA-^ R^'^-^*3ctt^R«''-^05-^^!>7a:< .hfe- 
15 JiiJ^T^v^ys^"^*-r-5^\ *^ctiR^-^j&^Tsy»(^is®ai&^t3-r. ^ 

^fetciOMii^n;^— j^iC: (IE) T^$n'5'fk'&#j4', R''^. R«A<D5-^i> 




,7B 



,8B 




(lA-1) 
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(lE-1) 



nt^4tJ3|®^^nJ5:l^i. T. W. Greene, Protective Groups in Organic 

Synthesis, Wiley, New York, 1991 tClBiR^tl^'bCOd^fflVi ^tlSo 

2) ^^^nzm-f^ssturnKf^. 

80 



wo 01/40204 



PCT/JPOO/08515 



4) ly'j )\^^^&(D^^mK^^m^m^fi=>n^o 

5 ^'T K^ffl^iT, 0~4 0*COia^TfT/<j:t)n'5. 

^mtD-^-r. *^OR, AA^ AA2, R^ R«*«;*7JU3J^:^^->;W», Jjc^*, 
•^-^^ (IC) 



(^^, R<=. AAi*=*5<=k^;CAA2ctiJ^tl^nR, AA^^DckU^'AA^tlSlL; 
15 yTHv^ySSr-^Wit-r, AA^^^i: A A^c^jtj^i^f::^^-^^^ 

— ^i?: (IC) -v^-^n^it-^mt. -wt^ (no 
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5 [2] — IK^ (IC) X^^n^it^mit. (m) Xyr^-^n^it^^i:, 

(X) 

R*'— AA^*^— AA*^-OH (X) 

hMfcM*&lc#-r i ck o Tg!ii-r § <i:*^T#^o 

10 7S. \^itKmit<c>^x^ 0 , m^it. 
1) ®?A^-r KSrfflti'S:;^^. 

3) li-^^Bi (EDc. Dcc^) ^mi^^^:^mmi>mii^n^o 
zn>b(D:^m^mwmzmmt^t. 
15 1) ^/N^< mpiit. tijv-^>mt:mm^m i^uu 

20 o#ffiT, T^><tWa?^l« (^J7Da/i^;^A, mt:^^U>. z^jl^jujl- 
y^JV. ^h^\i\^ny^>m f, 0-^4 OX:XKJt^^-&^Z.tiZ<i:Kinrji 
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2) m^mmyi^m^m^^^yjmit, m^it. tiA^->m^mmmm i^n 
rzitMmmx\ h®t5> (tfu>^>, nux5^;ut = >, v'^^^^utxu 

h^tKo>'^>#) Efj, i^tz\tm^mi:\ ^my^y (tf hux 

tt##*ET, ^^?PJ (1. 3--jy^U^^y)Vtl}V^-~J-( (DCC), 

15 i-x5^;i/-3- [3- (i>*pt5^;i/T5y) :/ptf;i/] :^;U7}^*>'-r ^ F (e 

DC), 1. 1' -^}V7!^-}V-J-i 5,^V-)V {CT> I). 2-i^PP-l- 
(HOBt) SrfflVi5>5^fflli;5:(.i-r, 0~4 O'CejRjtiJ^-arSC: ttCck Off 

(5) — (I) T^$n§^k^2^©>5-^. AA^tAA2;&t|^^tcm^^ 
c:<i:*«:iic<, ;5i':PR, AA», AA^, R^ R«(7)'5-^i!;';5:< t 1 

25 a2:^w-r-5»Ta&^^b^#j, -rti.^^-m.^ (id) 
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D. 



AA 



ID 



AA' 



2D 




A\ R'^^xfR''tmuMf^^»t>'ro fcfe'u, AA'^'tAA^^'ibmrniz 
•oxmrn^n^-^^ (ic) •v^^n^it^m<D^t>> r, aa^^^ aa^c, 

tDt>—^^ (IC-I) 



C^'^', R'^-\ AA^^-\ AA^'^-\ R^'^-'*5ctDCR«'=-Ui^n^*nR^. 

aa^*^, aa^c, R7'^*5j;c;fR«A(hisii;it*^^*5-r. fcfc'b. R'=-^ a 




,7C-1 



,8C-1 



84 



wo 01/40204 



PCT/JPOO/08515 



mrc. (iiA) ii^z^ (lie) -cm^n^iti 





(III) 



Hit 




(X) 



1*^— AA^*^— AA* 




5 —fSt^ (III) Tr^^n-SYb^^fi, i^^ToSf&XSi^ (2) 
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p7A p8A 

H 

d7A d8A 




;^jr^X^xt(2) 



(X-1) 



(X-2) 



(X-3) 



(X-4) 



(X-5) 
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^<Dm(Dmmm$iiimcM'^^mt>-to mmmnx-^)^-'^^ (x) *5«fc 
zs (x-i) T^^n^^k^i^Ji, ^rz{t<e>^(D:^miz 

A^^D-T h^^y^-^r:iit,m:m. nm^mm<D:^mzjiomm'r^:iiLf)^x 

15 [:*:^ag{b^i^(DmS«tt] 

(I) Xm^n^:^mmit^m^>^7.'r-(>-:fay-T—\Lm^fSii 

^^-r^^itit. &.y(Dm^xmm-^rirco 

(i) * 5^ T'v' > K RfiSStt«)ia!l5t 
*7^yv>K»^SJfSi^»SS (5 Ommo 1 /L 2- (N-^;i/7j^ U / ) 
20 Ji^>X)V-^>m. 2mmo I XL X5^l/>>7T5 >Egi^^ (EDT A), 
4mmo 1/L >?^^7.K 1 — (DTT) ^M^V. pH5.5 (CISS) 
6 5 At L, ^aii«>^;^7"-r >:/D7^T— ifM^M^S M L, a-SSgS'^ 

^))v-L-T)V^zL>- 4 -;<5^;u-i^Dvu;u- 7 - ya H) j^?g2 0 M 
25 LLtiv'^iyyKmmmi 0 uL^m-^x^. 3 7x:xK^s-^'^rzmzm^^ 
ri^^k^^m.(Dmm^mm^^ (ex) assnm, (Em) 4 6 
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m-^i^xmm^ji^^nui^ Dixon yo^y h^f^ssiL. if^y(D^!^(Dxmm 
(DmMm^K i tufco 

(ii) ;^ 7" T'v' > B lfi#ffi14©SiJ^ 

10 -:7x-;i/T^— ;u-l-t;1'^->-4 -p<^;i/-i>D^U;u- 7 -t^ 

t)y^Zf->>Bmm^!t>f^mm (4 0 Ommo I XL mm. 4mniol/L 
EDTA, 8mmol/L DTT^U'^V, pH5.5(3iSM) 7 0ML*5cfc 

15 ^M7t5^^0JgiJD^Ex = 3 5 5 nm, Em= 4 6 0 nmTSiJ^L^„ 

^(Dm^. — (I) -e^^n^2|s:^B^{b^J^ti, 10mMT5 0%|JA 
±<DPl««ttS:^-rc:<tSr«6^Lfc, ^^fi, 1 (1) (Dit^i^(Dm 

mmmt., 1 «MT9 7%-CSo/S:. 

(iii) iov^yiy>s mm^^<Dmi^ 

L-T;P4^->-4-pt^;i.-^^DTu;i<-7-T5 K) ^ 

«^ (1 0 Ommo 1 /L U >^-^ h U "^A, 2 mmo 1 /L EDTA, 
2mmol/L DTT^rl'&L, pH6.5fCliS) 7 5 /z L*3j;y:;^7 7=-yi> 
25 >S^mS^l 0 i^L^r^g-^b, 3 7'Cl?S/;&$-B-fei^(C^a&e.n'5a7t3^^ 
©tiira^E x = 3 5 5 nm, Em= 4 6 0 nmTSlJ^Lfe. 
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(iv) tiy^zf'>>h m^^i^com^ 

•ifiyyj^mmKJt^mmm (4 0 Ommo I XL 4mmol/L E 

10 DTA> 8mmol/L DTT^?1-&U, pH5.5{CpS) SOwL^ctC/ 

^^^m.(Dmim^E yi= 3 5 5 nm, Em=4 6 0 nm-ea95feb;t. 

15 1 wM-Irl 0 0 

(1993) tC^$n)fc;^feS:fflV>Tei4<&ffiij;£b>^c„ 
(vi);f3>^/N°-if- 1 Pl^ffittoaite 
20 ;^7XA— if- l^mS/t;^^^ (2 Ommo 1 /L 4 - ( 2 - t H D^^^ixX 

1 Ommo 1/L li{b;<7 U A, 1.5mm o 1 /L IS'fk'^^^t-i^'i/ A, 0.1 
mmol/L EDTA, \ 0 %if^)-\z.U—)V) 5 0 « L t^ajg^COi^X 

25 ckO^^aiiffi^^SK (T-fe^;i/-L-5^0 vx;i/-L-A'J -;u-L-T 

^-;i'-L-7x/'«^^>^-4-pt^;p-^p-7u;w- 7 -t^ k) mm 
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1 0 0 M L ^ 3 7 X:X-Kft^^^rcm(DKJt^m'P(Dm^^m^ E x = 3 S 5 n 
m, Em=4 6 0 nmTiliJ^Lfco 

(vii) -7 ^ T.mmmss'^mmm ^m^^^rc^mmmi^m <omi 

5 (D-Minimal essential medium {Z^— U >GtfO*yA 100 U/m 

^ikm-^)i'e> (PTH) *fc«TP5^/-rH) tmzs 7x:i^^m\^. ^ 
10 (viii)'^-tf^5S^#iafls<^fflvi^#®iK{i{j^^ii^ 

( a -Minimal essential medium 5 %T'i7'>fl&fiFjlilffi&^l^) cJ'T 

15 ^tmz. ^«?^4^<D I^n^-y>C*j^T-a^y^K (CTx) jg^S: 
(ix) ^m^f^V 

lpaT;l/:/S> (OVA) T^gitlHl^f^LfcV'i^Xj&^e.ll^liiifflHaSr^flXb. 
hfC3 0 Mg/mL(^SiJTOJ!S3t:;i'^:> (PTH) ^«e$#Mf^S-¥ 
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(xi)TPTX^u/ hPTH r Pm^^tl AsSSL&'Ev'Jl^m^^rznM 

m-ki^fz^^mmi^^mmta (tptx) ^yh\z. m^vtm^^)v^>m 
ii^y^^H (PTHrP) ^i^T^^-r^chiz^-Dx^m^n^nmmz 

mm] 

^mMit^<^<Dmmt-[-6^izm^%(DX'$> o , mm&^iyxmmT^tznb 

10 

m>^Mm^m, m^^miz^^mmKJt^. m^m^m^^mmm (aids), 
AiDsmmmm (aro. gKAT^iflaejfiij^, ^^iiSBBa^jfii-^, ^iij^, 

sb^sj^h « >x u >-&#^ ( I m) mmmm), isa.fhmm'p^^^^m 

^m^p'^. mmmsk'SiHmm& (dio am. bm. cm. Fmrno 
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^m^^^^m-m. mAiim[^m. m\±m^m^M. WiVT.vw?^ 

mzii^^mw^^ (MH-^^itJFF®^^), (Ht^^M^), 

mLmMmMmmm). w&mm. '^^'^■^m^-^'mmm (aids) i^^xs 

15 AIDSraj^a (ARC), ^^^tt^a C^^UTiSl^), WM^Ittt^ 
»i7AM. Jg®<7)#^^^), t^^i-^v/LiHi^jil (^4^«g^tgrLii!SI?) fjiif 

(I) T^^n-s^^fg^ik-^tj, ^<o#^#i4©:^, m^mm.. 
25 t^^ifi, mn. m.K—K$>T:zK>. im\z'D^. img75^e> looomgofga-c. 
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0.img;&i^> 1 0 Omg<^l5HT, 1 B 1 H*^ ^^IU^^MpS-^ ($fSU<«, 
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it. mmm. mmitm. %itm. vrf^m. m*^j. i^mm. ^^m. mmm 
15 mw^^^. nmz.i^y)%r}j^t\^^mmm. wmm. mtin. ^xn. x 

20 -/Iz-^JCDiSig^^ri^. ^yA«g#fffB 2,868,691 ^*3ckt/|Him 3.095,355 
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(2S) -2- (t -:/h^'>;t7;U7i^-;i'75y) - 4 - y — 



(2S) -2 -T^/-4-^5^;u^>i5^/-;u ((L) -a>ri^/-;i/) 
(2 0 g) t \^uyy> (THF ; 1000m 1 ) J^f^fCZl^^i^- t 

(4 3ml) S:Ot:-C/STL, ^UT- LSmmmt^VTco ^It^M^m 

TLC : R f 0.50 (^nn^^JUA : J—}V= 10: 1) : 

NMR (CDCI3) : (5 4.58 (br, IH), 3.81-3.45 (ra,3H), 1.80-1.60 and 1.37-1.25 

(each m. totally 3H) , 1.45 (s, 9H) , 0.95-0.91 (m, 6H) . 

##gij2 

(2S) -2- ( t -:/h^>'*;i/jj?n;i/r5y) -4-pt5^;P'^>^:^— 




H3C 
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m^miT'mmvrzm.±f^m(Di^^9-)i7.)\^7i^^'>}^ (dmso; 344 

m 1 ) mmiZ h U X5^;WT5 > (72ml) :fectZ^Hi?fl:6^ • t° U i^>^ 
W (8 2 g) ©DMSO (2 8 Om 1) ^^^1 Ot:TlJDA, l^mUi^L 

TLC : R f 0.45 (C^ UWii^Jl^A : ^^7— ;i'= 10: 1) ; 
NMR (CDCI3) : 6 9.59 (s, IH), 4.91 (br, 1H), 4.12 (br, IH), 1.80-1.60 and 
10 1.40-1.30 (each m, totally 3H) , 1.46 (s, 9H) , 1.00-0.87 (m, 6H) » 

(3S) -3- it -Zfh^^-ytlA^ZDUT^y) - 2 -h KD^^^i^- 5 - 



##^2-rS!itLfeia^^«3<Dp<iS'/-;i. (18 0ml) mmiZ7±h> 

->T/kKU> (19ml) *3«fcDf^®!* u •:7A (4.7g) ^ox:x'mx. m 
20 'yj^'c^mv. mmvfzo nm.^iy^)t!^)vti^2^ifu-?h^^y^- (n 

<^ (33.6 g) ^ntzo 
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TLC : R f 0.40 (n-^^1t> : mmx^)l^= 3:1); 

NMR (CDCI3) : 6 4.85-4.80 (m, IH), 4.60-4.45 (m, IH), 4.00-3.70 (m, IH), 

1.80-1.40 (m, 3H) , 1.45 and 1.43 (each s, totally 9H) , 1.00-0.90 (m, 6H) . 

5 #%^J4 

(3S) - 3- T5y-2-t:Ko^v-5-p< ^A^^'*)->m. • m.mm 




^^msx-mmi^rzit^m (33.6g) izmmmo o om n ^m^. s or 
10 <Dm±0zm^nrco 

T L C : R f 0.30 (^ua : —)V : 7K= 6:4:1). 

(3 s) - 3 -Ts.y - 2 - 1 Hd4^'>- 5 • m. 

15 




mt'^-t:=-)V (9 2ml) (lOOOm 1) IC- 4 CCTriTU. 
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TLC : R f 0.50 (^DD/Jc;UA : ^^^^—JU : 7K= 6 : 4 : 1). 

(3S) -3- (t-•:rh^i^tl)ly^^:=.)l^r^y) - 2 - 1 kd^^^s/- 5 - 



mmm5i^mmi'ftit'^<^(Dm.±^m (3 2g) (Dmt>^^u> 000 
ml) mmizh^)ji^)iT2.> (2 omi) i^^xj^~mmz^- t-zf^)v o 
4ml) srccT^jpA. ^^X' 4mmmwLrco Kst^m^mz7ii^m^. m 

(2 8 g) ^nrco 

TLC : Rf 0.40 and 0.35 ( n -^^-y-> : g^g^X5^;U= 3 : 1) ; 
NMR (CD3OD) : 6 4.10-4.09 (m, IH) , 4.04-3.95 and 3.93-3.85 (each m, totally 
IH), 3.72 and 3.70 (each s, totally 3H), 1.70-1.08 (m, 3H), 1.43 and 1.40 (each s, 
totally 9H) , 0.98-0.82 (m, 6H) . 
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(3S) -3- (t -yh^iy:^M--)l'T^y) - 2 - 1 H P^^v- 5 - 



ISTKhH^v'^ (99ml) lC##««|6'e^igLfcfb'&tr (28g) (D>^ 
5 ^>^-)Vmm (1 10ml) ^O'C-efSTL, ^M-rH^Fam^^U/S:, 

T^M^fc^^ (2 1 g) 

TLC : R f 0.40 (^^PPtJxJPA : ^^y— : 7K= 9 : 1 : 0.1) : 
10 N M R (CD3OD) : 6 4.10 (d, J = 3.6 Hz, 0.5H) , 4.00-3.90 (m, 1.5H) , 1.70-1.30 
(m, 3H) , 1.43 and 1.41 (each s, totaUy 9H) , 0.95-0.88 (m, 6H) . 



(2S) -2- ( t -::^h=l^e^;tr;U7j^-;i'TSy) -4->5^;w-i- (2 



##««J7-eiS}iiU;tfb^#i (2 0g) i$cko^i. 1 -;t/;u^*-;L-:^-r 

(1 4g) ©THF (4 0 0ml) ^) J~^)V7 ^> (1 2m 
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5 A : :^^J-)V=2 0 : 1) If^^ML., £ilT<^#;tt{iS:Wr'5^)S<t:^#J (1 

7 g) ^tt^o 

TLC : R f 0.50and0.45 (i>PD/}^;UA : 7^^/— ;U= 10: 1) ; 
N M R (CDCI3) : 6 4.87 and 4.80 (each brd, each J = 9.3 Hz, totally IH) , 4.60- 
4.50 Gn, IH), 4.10-3.90 (m, IH), 1.80-1.30 (m, 3H), 1.45 and 1.41 (each s, totally 
10 9H), 1.00-0.80 Gn,6H)o 

(2S) -2-T5y-4-pt^;l'- 1 - (2-:t^V-l, 3. 4 



15 




mmmSX-mfz^t^m (3.01 g) (Dg^i?X^;U (6ml) ^*S{C0t:T4N 

(4 0ml) SriP^TS 0^>rBm*1iL;t. 

TLC : R f 0.51 (^OD7^;i.A : : 7K= 6 : 4 : 1), 

20 

»#^J 1 0 

1- [(IR, 2S) - 2- (^>V^)UTS.y) '>^a^^zyJV:\ -N- [(2 
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S) - 1 -b Ko^'>-4-pt5^;U- 1 - (2-:t+y-l. 3, 4-^^ 

H3C 



##0ll9TSSiiLfe'fb-&i^ON, N-J^p^^^^UaKJUAT^ H (DMF ; 2 
5 0ml) ^^{r, (-) - 2 -^>XT5 H'>i7P'\^tl->*;i'7j?>^ ((1 
R. 2S) - 2- (^>V-()U7^/) '^^U^^-^ytS)V-jf^>m) (2.60g), 
1 -t HD^5>^>yhUTy-;i^ (2.30g), l-X5";P-3- 
5";l/T5/:/oe;W) ;<7;Pi}^>'-f a Higirm (l.74g) *3cktXN-pC5^;u^;p 
jt^U> (1.32ml) ^£JDA, Jg:j!fc:^g-&titc*7K^inA> i^^x 

Dv h:^77-r— (^DDThjUA : ^iS'^— ;i/= i : o~ i o 

0:1-20: l)TJ^$gbT, JSJ^TOJ^M^Wi-^^S^b'&i^ (3.01g) 

15 TLC : R f 0.33 (^DOa^;UA : 9:1); 

NMR (CDCI3) : 6 10.88 and 10.69 (each br, totally IH), 7.74 (d, J = 7.3 Hz, 
2H) , 7.60-7.30 (m, 3H) , 7.12 and 7.05 (each d, J = 7.6 and 8.2 Hz, totally 1H) , 6.86 
and 6.72 (each d, J = 8.8 and 9.2 Hz, totally IH) , 5.28 and 5.12 (each br, totally IH) , 
4.60 (s, IH), 4.40-4.05 (m, 2H), 2.82 (br, IH) , 2.30-1.10 (m, IIH) , 0.90-0.50 (m, 

20 6H) . 
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1 - [d R. 2 S) - 2 - (^>y-i';UT5y) vi7n^4^>-;U] -N- [(2 
S) -4-^5^;U- 1 -:*-^y- 1 - (2-^=¥V-l, 3, 4-:^=^+l->^ 



5 




o-e^itL^cib^#; (2.68g) «:^^b7^^i/> (2 0ml) 
^ia-e (v'T-tih^^va-H) '^>if> (2.4ig) ^^xS'ry-^-UM (2, 2. 

6, 6 1 -tr^Uv'-JL-rt^^S^, y^)-^i^tt)V) (9 7m 
(i^DDJiNjUA : ^^y— ;i/= 1 : 0 — 1 0 0 : 1) TiftSiU, 

m^m^mT^:^5^mi\:,-^m (2.50 g) sr#fc. 

TLC : R f 0.44 (^OP7}>;i/A : ^^y— ;i/=9 : 1) ; 
15 N M R (CDCI3) : 8 11.75 (br, IH) , 7.77 (dd, J = 7.8, 1.6 Hz, 2H) , 7.60-7.30 (m, 
3H). 7.13 (d, J = 8.4 Hz, IH), 6.68 (d, J = 8.0 Hz, IH), 5.45-5.25 (m, IH). 4.50- 
4.30 Gn, IH), 2.89 (q, J = 5.4 Hz, IH), 2.20-1.30 (m, IIH), 0.82 (d, J = 5.8 Hz, 
3H) , 0.80 (d, J = 5.8 Hz, 3H) , 

20 mmm i ( i ) -^'mmm i (28) 
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]<'>^u^^v>tiji:!f->mz^'^-r^tui^->mmmw^m^^T. # 
5 mmmi (i) 

(2S) -N- [(2S) l-^^V- 1- (2-:t=^V- 1. 

3, 4-:t=¥-*)-i^TV^)>-5 — OU) -2-^>-^;H -4-;A^Jl-2 



10 TL C : R f 0.41 (n - ^^lJ-> : m^JL^)\^= 1:1); 

N M R (CDCI3) : 6 10.68 (br, IH) , 7.35 (s, 5H) , 6.99 and 6.72 (each br, J = 6.9 
Hz, totally IH) , 5.40-5.02 (m, 4H) , 4.22 (m, IH) , 1.80-1.20 (m, 6H) , 1.02-0.81 (m, 
12H)o 

15 mmmi (2) 

N- [4-^5^;U- 1 -^4^y- 1 - (2-:t=^^V-l. 3. 

H3C 
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TLC : R f 0.38 (^7DD7Jn;UA : ;A^y—)l=9 : I) ; 
N M R (CDCI3) : 6 11.74 (br, IH) , 6.20 (d, J = 8.4 Hz, IH) , 5.49 (dt, J = 4.0, 8.4 
Hz, IH), 2.30-2.10 (m, IH), 2.00-1.10 (m, 13H), 1.00 (d, J = 6.2 Hz, 3H), 0.96 (d, 
J = 6.2 Hz, 3H), 

mmmi (3) 

1 - [(1 s. 2 R) - 2 - (^>'MA7S.y) i^^Uy\^y^M -N- [4 



10 




TLC : R f 0.56 and 0.53 (^nu-^JVA : ^^y—Jl=9 : 1) ; 
NM R (CDCI3) : 6 11.17 (br, IH) . 7.77 (dd, J = 8.2, 1.8 Hz, 2H) , 7.55-7.35 (m, 
3H) , 7.14 and 7.07 (each d, J = 9.2 and 8.4 Hz, totally IH) , 6.68 and 6.47 (each d, J 
= 8.0 Hz, totally IH), 5.30-5.10 (m, IH), 4.45-4.25 (m, IH), 2.93 (q, J = 4.8 Hz, 
15 IH) , 2.20-1.30 (m. IIH) , 1.05-0.70 (m, 6H) , 



mmmi (4) 

1 - [(1 S. 2 R) - 2 - (^>'y^Jl^7S.y) iyi7U^^iy)\y-\ -N- [(2 
S) -4-:^^)V-\-^^V-\ - (.2-^^V-\, 3. 4-:t^1t>' 
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H3C 




TLC : R f 0.45 {^nn^JVA : }<^/—JV=9 : 1) ; 
N M R (CDCI3) : 5 11.34 (br, IH) , 7.76 (d, J = 6.9 Hz, 2H) , 7.55-7.35 (m, 3H) , 
7.10 (d, J = 8.4 Hz, IH) , 6.71 (d, J = 6.6 Hz, 1H) , 5.30-5.15 (m, IH) , 4.40-4.25 (m, 
5 IH) , 2.93 (q, J = 4.9 Hz, IH) , 2.10-1.30 (m, IIH), 0.97 (d, J = 6,3 Hz, 3H) , 0.94 
(d, J = 6.3Hz,3H)o 

mmmi (s) 

10 - - 1. 3, 4-^^D-i^7V0>- 5 — -2-^>^ 




TLC : R f 0.31 i^anTi^jUA : J—)\/= 19: 1) ; 
NM R (CDCI3) : <5 11.44 (br, IH) , 8.61 (d, J = 7.2 Hz, IH) . 8.21 (dd, J = 8.1, 
15 1.8 Hz, IH) , 7.60-7.35 (m, 6H) , 7.20-7.05 (m, 2H) , 5.51 (ddd, J = 10.2, 7.2, 4.2 Hz, 
IH) , 5.23 (d, J = 10.2 Hz, IH) , 5.17 (d, J = 10.2 Hz, IH) , 1.50-1.10 (m, 3H) , 0.85 
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(d, J = 6.3 Hz, 3H) , 0.70 (d, J = 6.3 Hz, 3H) . 

mmmi (6) 

N- [4-^5^;W- 1 -^^y- 1 - 1, 3. 4-:t=¥V-i^ 



10 8.1, 3.9 Hz, IH), 2.40-2.20 (m, 2H) , 2.10-1.40 (m, 12H), 1.10 (br, 2H), 1.00 (d, J 
= 6.0 Hz, 3H) , 0.97 (d, J = 6.3 Hz, 3H) , 

mmmi (?) 

(2S) -N- [(2S) - l-:t=^y-l - (2-:t^V-l. 3. 4-:t 

15 ^rifv?Ti/u >- 5 -'r;i') -4-:7x— ;w-2->^5^;p] -4-pt5^;w- 

2- i^>i^ju^^->ti)V-^s~)V'7s.y) ^>^>ys.}i 




H3C 



TLC : R f 0.58 (:J7 □ DtJnJI/A : p^^y— ;i/=9 : 1) ; 



N M R (CDCI3) : 5 11.60 (br, IH) , 6.18 (d, J = 8.1 Hz, IH) , 5.49 (ddd, J = 9.6, 




H3C 
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TLC:Rf0.47 (n-'\^1f> : g^^X5=-JW=2 : 3) ; 
N M R (CDCI3) : 6 7.40-7.05 (m, lOH) , 6.97 (d, J = 5.6 Hz, IH) , 5.40-5.20 (m, 
2H) , 5.12 (s, 2H) , 4.30-4.10 (m, IH) , 2.66 (t, J = 7.4 Hz, 2H) , 2.40-1.30 (m, 5H) , 
1.00-0.80 (m,6H)o 

mmmi (8) 

1- C(1R. 2S) - 2- i4-^h^'^^>V^JU7S.y) i^^a^d^iy 
;u] -N- [(2S) -4-pC5^;u- 1 -^^y- 1 - (2-^^y-i, 3, 



H3C 



10 




TLC : R f 0.33 (^ua:^)lA : ^^/—Jl=9 : 1) ; 
NMR (CDCla) : 6 11.60-11.30 (br, IH), 7.73 (d, J = 9.0 Hz, 2H), 7.00 (d, J = 
8.4 Hz, IH) , 6.91 (d, J = 9.0 Hz, 2H) , 6.83-6.77 and 6.65-6.56 (each m, total IH) , 
5.33-5.13 (m, IH) , 4.42-4.28 (m, IH), 3.84 (s, 3H), 2.94-2.85 (m, IH), 2.14-1.35 
15 Gn, IIH) , 0.97-0.91 and 0.83-0.76 (each m, total 6H) . 

mmmi o) 

1- [(IR. 2S) - 2- (=^y=^-*)'^J>-2-^JUtl)l7i^:^Ji^TS.J) v- 
ifa^^zyJ],-\ -N- [(2S) - 4 1 -^^V- 1 - (2-;t+ 
20 V-1. 3, 4-^^-t>->'TV'J>-5--1';U) -2-^>9-M tlJU^^ 
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TLC:Rf0.29 (^DD3js;i/A : ;i/= 9 : 1) ; 

N M R (CDCI3) : 6 11.45-11.15 (br, IH) , 9.62 (s, IH) , 8.53 (d, J = 8.7 Hz, IH) , 
5 8.24-8.10 (m, 2H) , 7.93-7.82 (m, 2H) , 6.54 (d, J = 7.8 Hz, IH) , 5.37-5.26 (m, IH) , 
4.60-4.46 (m, IH) , 2.96-2.80 (m, IH) , 2.28-1.20 (m, IIH) , 0.96-0.90, 0.71 and 
0.67 Gn and each d, J = 6.0 Hz, total 6H) . 

mmm i (10 

10 1- [(iR. 2S) - 2- i'ryi$'U>-2 — ()\^ti)ly^=i)VTS. y) i^^ 
D^^->;i/] -N- [(2S) -4-pC5^;u- 1 -::t-=^^y- 1 - 

7S. K 



H3C 




15 TLC:Rf0.30 (^^ P DtJnJUA : ^^y— ;U= 9 : 1) ; 
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NMR (CDCI3) : 6 11.85-11.50 (br, IH), 8.30 (s, IH), 1.91-1.1 A (m, 4H), 
1.60-1.41 (ra, 2H) , 7.32-7.23 (m, IH). 6.63 (d, J = 8.1 Hz, IH) , 5.38-5.10 (m, IH), 
4.50-4.37 (m, IH), 3.00-2.86 (m, IH), 2.24-1.35 (m, IIH), 0.97-0.88 and 0.80- 
0.65 (each m, total 6H) . 



mmmi (id 

1- [(IR, 2S) - 2- (^>V [b] ^:ty :ii>- 2 --^ JU:f]Jl^^s-Jl 
T5/) '>^^D^=^->;P] -N- [(2S) -4-p^5^;U- 1 -:t=^V- 1 - 
(2-^^V-l, 3, 4-^^D-i>7'/V>-5-^JV) -2-^>^)V\ 
10 ^Jl/jJ^^^v-TS H 



TLC : R f 0.48 i^aa-^JUA : 9:1); 
NMR (CD3OD) : 5 7.97 (s, IH), 7.96-7.80 (m,2H), 7.48-7.37 (m,2H), 5.21- 
5.07 (m, IH), 4.33-4.25 (m, IH), 3.02-2.80 (m, IH), 2.27-2.12, 2.07-1.92 and 
15 1.82-1.36 (each m, total IIH) , 0.95, 0.92, 0.72 and 0.71 (each d, J = 6.0 Hz, total 
6H). 

^mm\ (1 2) 

1 - [(1 R, 2S) -2 - (4 hP^>V^<;UT5 y) i^^U^^i^M 
20 -N- [(2S) - 4-^^;P- 1 -:f=^^y- 1 - (2-=f^y-l, 3. 4 



5 




H3C 
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TLC : R f 0.47 (^foa-^JVA : ;i'= 9 : 1) ; 

N M R (CD3OD) : 6 8.30 (d, J = 9.0 Hz, 2H) , 7.97 (d, J = 9.0 Hz, 2H) , 5.16-5.05 
(m, IH) , 4.43-4.27 (m, IH) , 2.94-2.82 (m, IH) , 2.25-2.06, 2.06-1.89 and 1.80-1.34 
(each m, total IIH) , 0.96, 0.95, 0.84 and 0.78 (each d, J = 6.0 Hz, total 6H) . 

mmmi a 3) 

1- [(IR, 2S) -2- (4-i?oD^>y-r;P7^ /) '>i^n^^i^)V-\ 

-N- [(2S) -4-:<=^)l-l-:t^V-l- (2-:^4^y-l, 3. 4 



TLC :Rf 0.45 (^ D D/JnJPA : ^ / -;U= 9 : 1) ; 

NMR (CDCI3) : d 11.50-10.70 (br, IH), 7.72 (d, J = 8.4 Hz, 2H), 7.40 (d, J - 
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8.4 Hz, 2H) , 7.18 and 7.01 (each d, J = 7.8 Hz, total IH) , 6.67 and 6.43 (each d, J = 
7.8 Hz, total IH), 5.37-5.16 (m, IH) , 4.44-4.26 (m, IH), 2.93-2.78 (m, IH), 2.13- 
1.40 (m, IIH) , 0.97, 0.95 and 0.84 (each d, J = 6.0 Hz, total 6H) . 

5 mmm i (14) 

1- [(IR. 2S) -2 - (4-yx.—)l^>V^ JIT^ y) ->^D^^-> 
)V] -N- [(2S) -4-^^)U-l-:t^V-l- (2-:t^V-l. 3. 



10 TLC:Rf 0.48 (iJ' P PJj^JUA : ^ iS? 7 — 9 : 1) ; 

NMR (CDQa) : 6 7.89-7.80 (m, 2H) , 7.72-7.55 (m, 4H) , 7.50-7.32 (m, 3H), 
7.15 and 7.07 (each d, J = 8.1 Hz. IH), 6.74 and 6.50 (each d, J = 7.8 Hz, IH), 
5.37-5.15 (m, IH), 4.47-4.30 (m, IH), 2.96-2.80 (m, IH), 2.18-1.30 Gn, IIH), 
0.96, 0.94, 0.82 and 0,80 (each d, J = 6.0 Hz, total 6H) . 

15 

mmmi (i 5) 

1- [(iR, 2S) - 2- (4-y)]^:tn^>V^)iys.y) iyi7u^^i^ 

}V] -N- [(2S) -4-^^;i.- 1 -::^-=^^y- 1 - (2-:t^y-l. 3. 
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F 



TLC : R f 0.40 (^nu:^)lA : ^^/-)V= 9:1); 
N M R (CDCI3) : 6 7.85-7.74 (m, 2H) , 7.18-7.05 and 6.99 (m and d, J = 8.1 Hz, 
total 3H), 6.69 and 6.46 (each d, J = 7.5 Hz, total IH), 5.36-5.16 (m, IH), 4.43- 
5 4.26 Gn, IH) , 2.94-2.75 (m, IH) , 2.15-1.38 (m, IIH) , 0.96, 0.95 and 0.83 (each d, 
J = 6.3 Hz, total 6H) . 

mmm i (i 6 ) 

1- [(iR. 2S) -2 - (4- t -y^;p^>i/-f ;PT5y) s^^d^^^ 
10 ->;i/] -N- [(2S) -4-^9^;i/- 1 -:t=^ry- 1 - (2-:*-^y-i, 
3. 4-3r^iJ->?Tyu>-5-'f;w -2-^>^)V'\ ;^;U3j^=t^->T5 h* 



TLC : R f 0.39 (i/nn^)VA : >^^y—)l=9 : 1) ; 
NMR (CDCI3) : <5 8.02 and 7.71 (each d, J = 8.4 Hz, total 2H), 7.48 and 7.44 
15 (each d, J = 8.4 Hz, total 2H) , 7.06 and 7.00 (each d, J = 8.1 Hz, total IH) , 6.79 and 
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6.58 (each d, J = 7.5 Hz, total IH), 5.33-5.14 (m, IH), 4.46-4.27 (m, IH), 2.96- 
2.78 (in, IH), 2.16-1.36 (in, 11 H), 1.35 and 1.32 (each s, total 9H) , 0.98-0.90 and 
0.83-0.74 (each m, total 6H) o 

5 mmm i (i ? ) 

1- [(IR. 2S) -2 - (4-^^;U^>y-r;U7'5y) '^^U^^lyM 
-N- [(2S) -4-pt5^;U- 1 -:t4^y- 1 - (2-:t=^ry-l, 3, 4 



10 TLC:Rf0.37 (i^ DO/isjl/A : pt^y-;i/= 9 : 1) ; 

N M R (CDCI3) : 6 7.97 and 7.66 (each d, J = 8.1 Hz, total 2H) , 7.22 (d, J = 8.1 
Hz, 2H), 7.04 and 6.98 (each d, J = 8.1 Hz, total IH) , 6.78 and 6.58 (each d, J = 7.5 
Hz, total IH), 5.33-5.13 (m, IH), 4.44-4.28 (m, IH), 2.95-2.74 (m, IH), 2.38 (s, 
3H), 2.20-1.30 (m, IIH), 1.00-0.89 and 0.85-0.72 (each m, total 6H) o 

15 

HMgiJ 1 (18) 

1- [(IR. 2S) -2- (.4-hOy)l^^n:^^JU^>V^A7^y) 
^D^4^->;U] -N- [(2S) -4-;<^jU-l-:t^V-l- (2-^=^ 
y-1. 3, 4-:t4^-tJ->'Tl/U >- 5 --r;W -2-^>^J\.] 
20 i^TS. H 
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TLC : R f 0.38 (^'DDJ^^;^A : ^^y— ;i^=9 : 1) : 
NM R (CDCI3) : <5 7.90 (d, J = 8.1 Hz, 2H) , 7.69 (d, J = 8.1 Hz. 2H), 7.35 and 
7.12 (each d, J = 8.1 Hz, total 1H), 6.64 and 6.38 (each d, J = 7.5 Hz, total IH), 
5 5.38-5.18 (m, IH), 4.44-4.27 (m, IH), 2.95-2.80 (m, IH), 2.17-1.30 (m, IIH), 
0.97, 0.96 and 0.84 (each d, J = 6.0 Hz, total 6H) . 

mmm i (19) 

1- [(iR, 2S) -2- (2-yjv^n^>V^)UTS.y) ->i^u^^iy 

10 ;U] -N- [(2S) -4-^^)V-l-:t^V-l- 1, 3, 



TLC : R f 0.36 (^'DP;J^;^A : pt^/— ;i/=9 : 1) : 
NMR (CDCIj) : 6 8.06-7.97 (m, IH), 7.60-7.33 (m, 2H), 7.33-7.21 (m, IH), 
15 7.18-7.06 (m, IH) , 6.82 and 6.58 (each d, J = 7.8 Hz, total IH) , 5.42-5.18 (m, IH) , 
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4.58-4.40 (m, IH), 2.93-2.74 (m, IH), 2.17-1.32 (m, IIH), 0.95, 0.83 and 0,78 
(each d, J = 6.0 Hz, total 6H) . 

mmmi (20 

5 1- [(iR. 2S) -2- (tf'j>?>-2--r;i/;^;u4^-;uT5y) zyi7a 

^+'>;W -N- [(2S) - 4 1 -:^^V- 1 - 

1, 3, 4-:^4^+h>?TyU>- 5 -2-^>5^;U] *;U7H=^r->T 

5 H 



10 TLC:Rf0.33 □ P^^Jl^A : ^ y — 9 : i ) ; 

NMR (CDCI3) : (5 8.67-8.51 (m, 2H) , 8.18-8.09 Gn, IH), 7.89-7.80 (m, IH), 
7.48-7.38 (m, IH) , 6.97 and 6.72 (each d, J = 7.5 Hz, total IH) , 5.39-5.17 (m, IH) , 
4.66-4.38 (m, IH), 2.90-2.72 (m, IH), 2.20-1.33 (m, IIH), 0.92, 0.76 and 0.72 
(each d, J = 6.0 Hz, total 6H) . 

15 

mmm 1(21) 

1- [(IR. 2S) -2- (2-^5^;P5^:^bf'J>?>-3 — f)V:^)V^=i)l^ 
TSy) z^^a^^i^)]^] -N- [(2S) -4-pt5^;U- 1 1 - 

(2-:t4^y-l. 3, 4-:t^it-:^Tyj>-5-<;p) -2-^>5^;u] 
20 :^7;u4^^->T5 H 
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TL C : R f 0.33 (i^PDz}>;i/A : ;A^/—)l=9 : 1) ; 
N M R (CDCI3) : 6 8.50 (dd, J = 4.8. 1.8 Hz, IH) , 7.82 and 7.76 (each dd, J = 7.8, 
1.8 Hz, total IH) , 7.17 (d, J = 8.7 Hz, IH) , 7.04 (dd, J = 7.8, 4.8 Hz, IH) , 6.84 and 
5 6.50 (each d, J = 6.9 Hz, total IH), 5.34-5.16 (m, IH), 4.54-4.36 (m, IH), 2.93- 
2.75 (m, IH), 2.56 and 2.55 (each s, total 3H) , 2.17-1.30 (m, IIH), 0.96, 0.87 and 
0.86 (each d, J = 6.0 Hz, total 6H) o 

^mmi (2 2) 

10 1- [(iR, 2S) -2 - (2 -^optruv?>- 5 — r;u:^7;i/jj?-;i/T5 
/) '>^p^:^v;H -N- [(2S) -4-p^^;P- 1 -^^y- 1 - (2 

-^^y-l, 3, 4-:t=t^•t^i^T^/U >- 5 — r^P) -2-^>9-}U] ti 




H3C 



15 TLC:Rf0.33 ii7 uu-^)VI^ : ;f^^ y 9 : 1) : 
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NMR (CDCI3) : 6 8.79 and 8.77 (each d, J = 2.1 Hz, total IH), 8.14-8.04 (m, 
IH) , 7.52 and 7.30 (each d, J = 8.1 Hz, total IH) , 7.41 (d, J = 8.1 Hz, IH) , 6.71 and 
6.46 (each d, J = 7.5 Hz, total IH), 5.38-5.23 (m, IH), 4.40-4.23 (m, IH), 2.98- 
2.75 (m, IH), 2.14-1.32 (m, IIH), 0.98, 0.96, 0.88 and 0.87 (each d, J = 6.0 Hz, 
5 total 6H) » 

mmmi (2 3) 

i-[(iR, 2s)-2 - (•ryd^i^>- 1 — r;u;^5^;u:^;P3i^-;i/Ts y ) 

v^a/\+'>;i'] -N- [(2S) -4-^^)V-l-^^V-l- (2-^ 
10 3, 4-:t=^^-tf>'TVU >- 5 --r;i/) -2-^>^)l] :^)l'7i^ 



TLC:Rf0.38 UUTi^JVA : J —)\^= 9 : 1) ; 
NMR (CDCI3) : d 8.05-7.71 (m, 3H) , 7.62-7.32 (m, 4H), 6.37 (d, J = 7.2 Hz, 
15 IH), 6.28 (d, J = 8.7 Hz, IH), 5.25-5.08 (m, IH), 4.34-4.10 (m, IH), 4.05 (d, J = 
16.5 Hz, IH), 3.94 (d, J = 16.5 Hz, IH), 2.65-2.46 (m, IH), 2.00-1.13 (m, IIH), 
0.99 (d, J = 5.4 Hz, 6H) . 

mmmi (24) 

20 1-[(1R, 2S) -2- i4:-zy7y^>'M)VTS.y) zyi^a^^^i^JU] 
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-N- [(2S) -4-^'^)V- 1 1 - i2-:t=¥V- 1, 3, 4 

H3C 



TLC:Rf0.46 (i^ OD7i>;i/A : ^^5^^ — ;P= 9 : 1 ) ; 
NMR (CDCI3) : <5 7.89 (d, J = 8.4 Hz, 2H), 7.74 (d, J = 8.4 Hz, 2H), 7.46 (d, J 
= 8.4 Hz, IH), 6.38 (d, J = 7.8 Hz, 1H), 5.43-5.13 (m, IH), 4.45^.25 (m, IH), 
2.96-2.78 (m, IH) , 2.17-1.33 (m, IIH) , 0.87 (d, J = 5.8 Hz, 6H) o 

(2 5) 

1- [(IR. 2S) -2- (N-^>^/-r;i/-N-^^;WT5/) l^^U^ 
4^'>;P] -N- [(2S) -4-^5^;i'- 1 -;j-=^y- 1 - (2-:t=^^V-l, 

H3C 



TLC:Rf0.40 (^^ODTjs^l-A : ;<^y-;i/= 9 : 1) ; 

NMR (CDClj) : (5 7.50-7.20 (m, 5H), ^ni-(»M (br, IH), 5.35-5.20 (m, IH), 
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4.68-4.18 (br, IH) , 3.35-3.00 (br, IH), 2.89 (s, 3H), 2.62-2.33 (m, IH), 2.18-1.19 
(m, lOH) , 0.89 (d, J = 6.0 Hz, 6H) » 

mmm i (26) 



5 




TLC:Rf0.45 ('^7 OUji^JlA : y —JU= 9 : 1) ; 
NMR (CDCI3) : 6 7.35-7.14 (m, 5H) , 7.12-6.96 (br, IH) , 5.27-5.17 (m, IH), 
3.43-3.24 (m, IH). 3.03-2.73 (m, 4H), 2J1-2.36 (m, IH), 2.20-2.07 (m, IH), 
2.05-1.91 (m, IH) , 1.81-1.18 (m, 8H) , 0.92 (d, J = 6.0 Hz, 6H) o 

10 

mmm i ( 2 7 ) 

1- [(2S) -N- (3 -:7a: tf;p) tf^^u >'>- 2 --r;i/] -n 

- [(2S) -4-^^)1- I -:^^V- I- (2-:t=¥V-l, 3. 4-:t 



15 
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TLC : R f 0.38 (^?DD7^^;^A : ^^7— 9:1); 
NMR (CDCI3) : 6 7.70-7.40 (br, IH), 7.37-7.07 (m, 5H), 5.44-5.30 (m. IH), 
3.25-3.11 (m, IH), 2.98-2.48 (m, 5H), 2.40-2.20 (m, IH), 2.20-1.16 (m, IIH), 
1.07-0.83 (m, 6H) o 

mmm i (28) 

1- [(iR, 2S) -2- (4-':/^^;i/T5y^^;i/'^>V'f;i/T5y) 

-/i/p^V^S^JH -N- L4-;^^)l- (2-^=^V-l. 
3. 4-:^++f->?TyU>-5--r;W -2-^>5^;H ^JI'tJ^^v^TS K 



TLC : R f 0.46and0.41 (^POj}n;PA : p^^/— ;i/=7 : 3) ; 
NMR (CDCI3) : 6 7.76 and 7.73 (each d, J = 7.8 and 7.6 Hz, total 2H), 7.50- 
7.20 (m, 3H), 6.72 and 6.61 (each d, J = 8.0 and 7.6 Hz, total IH), 5.40-5.25 (m, 
IH) , 4.45-4.20 (m, IH) , 3.98, 3.91 and 3.84 (d, d and s, J = 12.4 Hz, total 2H) , 
2.95-2.75 (m, IH) , 2.61 and 2.51 (each s, total 6H) , 2.20-1.40 (m, IIH) , 0.95, 0.92, 
0.85 and 0.81 (each d, J = 6.2 Hz, total 6H) . 

##^J1 1 

(2S) - 2- (N- t -yh^i^tlJU^s-JlTS./) -4-p<5^;U-l- 




H3C 



120 



wo 01/40204 



PCT/JPOO/08515 



H3C 

CH3 O f M 

H OH S 

m^mi-r^mrnvrcit^m (3.og) ©9 5%x^y-;w (ssmi) mm 

iZ. 7K^^k;;^Ur>A (7 2 6mg) ^<i:ZS~mi\:mm (6 6 2ml) SrJnA, 

•^h^'yy^- mmyi^jv) -vmrni^rcm. nm o%^jL>^7i<,mm^ 
10 g) ^ntco 

T L C : R f 0.31 (n -^^1t> : mmJL^)l^= 1:1): 
NMR (CDClj) : d 11.80 (br, IH), 5.28 and 5.09 (each br, total IH), 5.00-4.40 
(m, 2H), 4.20-3.90 (m, IH), 2.00-1.20 Gn, 3H), 1.47 and 1.43 (each s, total 9H), 
1.05-0.85 (m, 6H) . 

15 

mmm 1 2 

1 - [(1 R, 2 S) - 2 - i^>V^)UTS.y) i^^n^df^i^M -N- [(2 
S) -4-^5^JU- 1 - t Ko^->- 1 - (2-^^-1, 3. 4~^^^ 
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H3C 




#5^001 ITrmmi^rzit-^l^ (3 5 0mg) SrfflViT, ##^J9-*##«»J 

1 0 ti^«i©^f^s:ffoT, KkT<Dm^m^m-r^mmit'^m o s omg) 

5 T L C : R f 0.55 m^J^^JU) : 

NMR (CDCI3) : <5 7.90-7.70 (m, 2H) , 7.60-7.30 (m, 3H) , 7.21 and 7.11 (eachd, 
J = 7.0 and 7.6 Hz, total IH) , 6.97 and 6.77 (each d, J = 8.8 and 8.4 Hz, total IH) , 
4.85-4.75 (m, IH), 4.45-4.15 (m, 2H), 2.95-2.80 (m, IH), 2.20-1.20 (m, IH), 
0.80-0.50 (m, 6H) o 

10 

##^J 1 3 

1- [(IR. 2S) -2 - i^>'MAT5.y) -^^U^^^^M -N- [(2 
s) - 4 1 - 1 Ho^^v-- 1 - (2 -^x-;upC9^;i/5^::r- 1 , 
3. 4-:t^lJ-v7l/'J>-5— r;i/) -2-^>5^;H tJ)V:^^^zyT^\^ 



0%mi 2-cmmvrz<t^i^ (3 e omg) <ddmf (1.6m 1 ) mmiz. 

Em.tl')^L. (13 3mg) ^5P;i, 3.5nmm.WL'tci^. ^jL-}\,^^jV':f 

122 
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□ 5K (i86mg) ^m^. mi^-CLs mmmt^i^Tco ^jt-mmizTK^mA.. 
^x^;u=2 : 1) xnmi^x. y.y(Dm^^^mf^^mit^m (370 

5 mg) ^#fc„ 

TLC : R f 0.33 (i^DD/J^^UA : J—)V=^ : 1) : 
NMR (CDCI3) : 6 7.80-7.70 (m, 2H) , 7.60-7.35 (m, 3H) , 7.30-7.05 (m, 3H), 
6.95- 6.85 (m, IH) , 6.35-6.20 Gn, IH) , 4.95-4.80 (m, IH) , 4.68 and 4.66 (each s, 
total 2H), 4.60-4.15 (m, 3H), 2.85-2.70 (m, IH), 2.20-1.20 (m, IIH), 0.90-0.70 
10 (in,6H)o 

##^J 1 4 

1- [(IR. 2S) -2 - (^^y-f ;UT5/) i^^U^^l^M -N- [(2 
S) -4-^5^;u- 1 -^^^V- 1 - (2-5^X-;P^^;i.^:t- 1, 3, 
15 4 -:^=^^-t>->'T^/U >- 5 --r;i/) -2-^>5^;H tDV^^iyT^}^ 



m%mi s-cmmLtzit-^m (3 e smg) t:m^^x. mmmi iimm<D 
mv^^n-DX. &rf<omiim^mT^mmit'^m (3 3 0mg) ^mc, 

TLC :Rf 0.35 (n -^^If > : g^@?X5^;P= 3 : 2 ) ; 
20 NMR (CDCI3) : 6 7.77 (dd, J = 7.9, 1.9 Hz, 2H) , 7.55-7.35 (m, 3H) , 7.30-7.10 
(m, 3H), 6.95 (dd, J = 5.1, 3.3 Hz, IH), 6.28 (d, J = 7.0 Hz, IH), 5.50-5.35 (m. 
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IH), 4.79 (s, 2H), 2.87 (q, J = 5.1 Hz, IH) , 2.20-1.30 (m, IIH), 0.91 (d, J = 6.6 
Hz, 3H) , 0.85 (d, J = 6.2 Hz, 3H) . 



5 1-[(1R, 2 S) - 2 - ('^>\/'f ;UTSy) S^^D'N^^e^;!/] -N- [(2 
S) - 4 1 -^^V- 1 - (2-5^:^-1, 3. 4-:^++>->^T 



##^J1 4TMiabfe>fb^«^ (3 2 5mg) ©g^^X^^l. (2ml) mm 

10 iz. 4N^m<Dmmx.^jimm (emi) ^jpa. ^^^tj^b/co 

^J^i^L, h;Ux>^'^L-;^Co ^«^>'U;^3y;i';^^Ai^aT h^^:7-1'- 
(n-^4^t^> : e^^x5^;P=3 : 1-^2 : l-«-3 : 2) TUtmUT, S^T 

(Dmiim^m-r^^mit^^ u 3 omg) ^mtco 

T L C : R f 0.47 (i7 □ D3^:;UA : iS' : g^^= 9 6:3:3); 

15 NMR (CDCI3) : <5 7.78 (dd, J = 7.9, 1.7 Hz, 2H) , 7.55-7.30 (m, 3H) , 7.08 (d, J 
= 8.0 Hz, IH), 6.68 (d, J = 7.6 Hz, IH), 5.40-5.10 (m, IH), 4.50-4.30 (m, IH), 
2.97 (q, J = 5.1 Hz, IH) , 2.20-1.30 (m, IIH), 1.00-0.70 (m, 6H)o 

mmm2 (d 

20 (2S) -N- [2 (S) -4-^5^;U- 1 -:t4^V- 1 - (2-5^^-1. 
3. 4 -:t=*^1i->'TyU >- 5 — -2-^>^)l] - 4- 2 



mmm2 
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H3C 




V^T, 1 2 1 3 1 4— *JS«aj 2 <i:|5|:^(^^f^Sr 

TLC : R f 0.29.(^:7PD3j^;i/A : : mM= 4 8:1:1); 

NMR (CDCla) : 6 7.34 (s, 5H), 6.98 (d, J = 6.2 Hz, IH), 5.61 (d, J = 8.0 Hz, 
IH). 5.45-5.30 (m, IH), 5.13 (s, 2H) , 4.40-4.20 (m, IH), 1.80-1.40 (m, 6H), 1.05- 
0.80 (m, 12H)c 

10 

mmm] 
mmm i 

15 -N- [(IS) - 2- (2-:t-^y-l. 3. 4-^=^+f-i^Tyj>-5- 
-rJU) -1- (2-:^9-)Uzfn\dJU) - 2 -^^yx5^;i/] [(2S, 1 R) 
-2- (:7ji-JI':;<7;U3H::i;UT5/) ->^a^^i^jl} :fy)]/7^^>'T \^ 

5.0 g 

' i3}l'ji^=¥z^/'9'JV-t)\^o-7.i:j}W>^A (mmm) o.2g 

20 ' 7.y^Tv>m-^^^-i^0A mmm) •••••• o.ig 

• 4.7g 
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mmm2 

5 • N- [(IS) -2- (2-:t=¥V- 1. 3, 4 -^^ttv^T >- 5 - 
-f;i/) -1- (2-;^9-)Uzfaii)V) - 2 -:t^yx5^;W] [(2S, IR) 

-2- (:7i-;i/;^j;U/}^-;u7^y) '>t^D^^i/;n ;<j;i/j}^^'>r5 K 

2.0g 

• ■>?'>n 1 — ;u 20 g 

10 • ^StK 500m 1 
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If ^ CD $g @ 



(I) 



•8 



R — i 



AA^ AA^ — 

R« 



O 



(I) 



5 [^'t', witmmmi^^rMmn^.'f-^^t>L, 

(ii) c 1 ~ 8 y)i^)vm. 

(iii) C y c AS, 



o 



(v) y 

R«^ 



(vi) R^VqA^ *' 




(viii) 
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5 itim(Dmnm^'S:^^-r^ 3^1 5 m<ommm^mt)L. 

(DC 1 ~8T;WWS> 

(2) C2'^8T)lir~)\.m. 

(3) c 2 ~ 8 t;I/^zi;us. 

10 (4) CycAS, 

(5) /\ay>m^. -hos, h u ^;u:tP^^;i^S. i^yym. cyc 

A*, NRi«Ri«S*5<tr/-NHC (O) - C y c Am^^^M^^tl^miZ 

«fcoTB^^ti}tci~8T;i/^;i^», c 2~8T;i/^-;PSSfc«c 2~ 
8T;u^zi;i/»^*t)L, 

AAMi(i)#i^^, ^fzit 




20 ca^', R'43^tXR2«, -?-ti^ni^i;;«>^t)U<«s^oT, 

(i) tK^M^'', 

(u) Cl ~ 8 7Jl^)l&. 
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(iii) Cy c A». io<kZf 

(iv) Kkr<D (1) ~ (8) 7&^e>a^$n-5 i~5<@©»{CckoTfi^$n;t 

C 1 ~ 8 T;U^;PSS:*t>b : 

(1) (2) -OR23», (3) -SR^^'S, (4) -CO 

5 R^^m. (5) -NR2«CONR2iR22S, (6) ^TZLi^jm. (7) Cy 
cAS, (8) -NR2« SO2R21S ; ^^Vifi 

R^<i:R2«-!^tC;Jj:oTC 2~8 7;P^I/>S (S^'O^t^lM^c^^-OJiSE 
^1^^, ailfI^^^*^c«-NR2»-»{c:W^^*:)-pTt)ct<, feT;i/+l/> 
«-NR2iR22Siyt«-OR23StC:«koTMm$tlTViTfeiVi.) 

R^^tiTK^ji^^, ci~4t;u4^;uSv -coo- (ci~4t;u^;p) 

R21 R22^ r23^ R 2 J: OCR 2 ni, ^ti^*ni^C*ifeL<«M7iJ:oT, 
^n^cc i~47;i'4^jusS:^fc>L, R25ta:c i~4T;i/=t^;i/«, :7a- 

20 R^iTK^J^^, CI ~ 8 7x-;i/as^fi7x— ju^jCckoT 
gt^m^. ?5fe^J!^^^;fe«-NR2'>-»tc®#^tD^Tfej;<, mrjv^u 

>li-NR2iR22S^^JS-OR23StCct-:)TM^$nTViXt>cfclic) & 
25 *^fc) S:^t)-r*\ $>^\,m. 
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AAHt 
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o 



(1) tK^JM^. 

(2) c 1 ~ 8 t;u=*^;ps> 

5 (3) CycA»S;t« 

(4) JE;^T<D (a) ~ (h) y]^^miin^i-5m<Dmizj:-oxmm^nrc 

C 1 ~ 8 T;P4^;US^«t) L : 

(a) -NR^^R^^g, (b) -OR'^^S, (c) -SR'^"*, (d) -CO 
R^^S, (e) -NR-'^CONR^^R^^^, (f) ;^T-i^y», (g) Cy 
10 c A»/ (h) -NR^^SOzR^'* : 

tt-NR''^R''2»*^ctt-OR''^«{C*c>Te^^tlTViT'foJ;l.i,) Sr« 

15 R^n^TK^i)^^. c 1 ~ 4 t;1/+;us, -coo- (c i ~4t;1/4^;p) 
y X ^ « :7 X J: o t®M ^ nfc c i ~ 4 t Sr^t^ 

R*\ R^2^ R*^ R^'':teJ;CXR''««, ^tl^'txl^ L < «S7&:oT, 

20 •^ntiC\~4T)V^)vm^^tDV. R^^ic i ~4t;I/^;us> 7x-;u 

oTM^^nfeC l~4T;i'^;US$r^*:)L, 
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5 t>L. 

mnm^'^tM-NR''' (.m^. R^^s^TK^i^^^^^fic i-4t;i^ 

CycC«3~17 MW^MS^c^-^^^Sm^^^^D 

cy cD^ca-i ^(Dsm'h\^<\-i.=.m^Ekmm. s^cjis-i 4M©m 



15 




Cy c Fti5~8MO#^^^^^^^t:)L, 

20 (i)7jc^J!)^^, 

(ii) C 1 ~ 8 T)V^)\^m. 

(iii) Cy c AS. 
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iw)KK~f<D (1) ~ (8) ^^'bMi^iti^ i^smoymiz^-Dxm^^tifzc 

1 ~ 8 TJl^Jim^mtD L : 

(1) -NR^^R«2^, (2) -OR^m. (3) -SR*"*, (4) -CO 
R^^m. (5) -NR««CONR«^R«2g. (6) {fT^-JJ^. (7) Cy 
5 cAS> *^c« (8) -NR^^SOgR^'* ; fe-&Vi« 

mi^^, «i£lt0T*^cfi-NR«°-S{CM#mt?oTt>ct<, ^7;i'=<^U> 
«-NR«^R«2S*fc«-OR^3S{CcfcoTM^$nTliT'bJ;(.i.) €r« 

10 R^^'vtiKmw.^. c i~4t;i^=^^;1'», -coo- (ci ~4T;u=i^;b) 

R^\ R62^ R63^ R«^*3J:c;CR«««, ^n^*ni^D5&^t>L^<tt^;5:oT, 
15 $n}^c 1 ~4T>'i'^;p«^^^3L, R^nici ~4t;1/+;1'S, yjL~)V 

OR^^m R^n»IE<t|^Dit5fcSr«^3-r.) * fc«:7 1 J; 

20 ®m^n;tc 1 — 8 T;u^;i'»^^^D-r7&\ 

RniR^.t-MfC7:j:oTC 2-'6r;i/=t^U>» 

mm'f'. mnmT^rz\t-NR^°-mzm^^t>^Th^< . ^t}v^u> 

«-NR«»R«2^*fc«-OR«3^JCj;oTfg^$nTViTfeJ:Lic) 
25 >t7t*L, R. R\ R\ R^ R^, R^ R*, R ^ c y c AS«, 
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CycC, CycD> C y c E^ctD^'C y c F ^tl^tl&i^LX 1 5 

( 1 ) C 1 ~ 8 T}V^)Vm. 
5 (2) /\ny>m^. 

(3) -NR^'R^^m. 

(4) -OR^^m. 

(5) cs-^i o(Dmm'hL<it-m^mmm. 

(6) -HPS, 

10 (7) h <J :7;i/^D^^;us. 

(8) i^T/m. 

( 9 ) 5 ~ 1 0 m<Dmm t l < it=.m^mmm> 
(1 0) -sR'^'m, 

(1 1) -COR^^S, 
15 (12) :t^VS, 

(1 3) -SOaR^^S, 

(14) -OCF3S, 

(15) &rf<D (a) ~ (m) ji^^.j^J^^tl-S 1 ~ 5^<DS{3J:oTg^$ 
tlfcC 1 ~8T;WUS : 

20 (a) y\uy>mf: (b) -NRiiRi^g^ (^) -OR^^^, (d) C5 

-^1 o(Dmm^v<it-m^mmm. (e) ^kds, (f) hoyji^^a^ 

-SR^^*, (k) -COR'm. (1) -SOgR'^SSfefi (m) -OC 

(Sct3, R''idj:xj^R'Ht^n'enmcf)^hv<itmU'DX. tk^m 

25 ^. C 1~4T;P^;U». -coo- (C 1~4T>II/^JU) 
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2. Rti^ 

10 (i) 7Kmm.^. 

(ii) c 1 ~ 8 t;u^;us, 

(iii) C y c A*, 

(iv) Cy c ASi3ctr;^-hD«*^e,ii#^$n-5»i3ckox@«i;^nfec i~ 

8 T)V=^)l^m. 





o 




R 



,17 



(viii) 
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R 2 

( 1 ) c 1 ~ 8 r}v^)vm. 

(2) Aadr*>m^, 
10 (3) -NRiiRi2^, 

(4) -OR^3». 

(5) :7ji-;W*, 

(6) -l>D». 

(7) h^)y)V^u:^^}Vm. 

15 (8) ->Tya, 

(9) 5^h^v-;i'S, 

(10) -SRi^». 

(1 1) -coR^^m. 

(12) :t=^V», *5j;t;f 

20 (13) &sy<D (a) — (k) d^eSJ^^n^ 1 ~ 5i@<^S}Cct^Te^$ 

n;^c i~8t;u4^;u» : 

(a) y\0>ir>l^^, (b) -NR^'Ri^S, (c) -OR»^», (d) y :l. 
-JUS, (e) (f) h'j7;U:tDpt^;p», (g) '>Ty», (h) 

5^h^*/-;i'». (j) -SRI-**, (k) -COR»^« (ftif, "T 

25 '^TcOS^It^OigHl i:|W|i;S*^^^D-ro) -c^D. 
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(DC i~8t;p^;us. 

(2) c 2 ~ 8 

(3) C 2 ~ 8 

5 (4) CycAS, 

(5) C y c AS^ctt>'-NHC (O) - C y c ASji>ie>MtR$.tl-5«{3cfc 

oTW^^n;tc i~8 7;u4^;p», 

(6) Cy cA»{CJ;oTgil$n;tC2~8T;W^r-;i.», 

(7) Cy c AS(c:<J;oTm^$n;/5:C 2~8T;U^-;i/»<£r^tpL, 
10 AA^^^CO^^-^. ^fcit 





15 ^^*:>f <h#, Rt-i^fCT^C-^T. 
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C 1 ~ 4 T;P=^^;Pa, Cy c ASSfetiCy c AStCioTBM^nfeC 1 

10 BQIB<i:|p|DSB*^^^:)-ro) ^mi^L. 

R^^itT^mmT. C 1~4T;I/^;US, Cy c ASSTttiCy c ASlZcto 
TMife^n^C l~4T;Wl'S^^t>-r3&^ ^tdit 
R 2 8 «R ^ i:— i^tc:;^: o T C 2 ~ 4 T;1/=M/ >»<&^t> L . 

15 ^n^tKDmit. l~5<l(DR2^*{Ccfc^TMj^$nTViTt>ckVio) 1?^$ 
AA^*^ 
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■r t f i I i © i f -5 . ) , 

5 J nsc 1 ~6t;u^i/>s<&^^u, 

10 Tt>J;(.io) ^^t>l.. 
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15 AA^tiAA^i:— ii^(C75:oT, 
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c i'>'4T;w^;p*Sr*t?f o), -N=». ^^m^*;t«-s (O) p- 

10 3TJu^u>m^mt>v. 

^mtD-To). -N=m. =N-&, mmm^^fzit-s (o) p-a cs^". 

15 -e<Dflu® gB-^«»^o*ggH 1 (t 1^ js*^^*? V , -€-n-?n<7)^fi, i ~ 5 

20 3. RA^Cl~8 7;P=^;ua. Cy cA»'foU<«::ihD»;&ie.iS«?$n 
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5 •r'<T<^iB#tt^*<^$Bffl2<hipii;«i*^«t>-r.) t^-s^^o® 

10 C2~8T;i'^x;P»feb<«C2~8T>»U=^^— Cyc 

1^2 mo^^mm'^ii^uy^rcit 1 m(Dmnm^^tim-r^ 5-10 m<z) 
15 R'Tb^TKmm'f'. ci~87;p^;us, yx.-jvm. ^tzunu^m. ci~ 
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cooHX. coNHz*. ^^T-v/s, 5^*\/-;i^t>b<ti'r>K-;p 




R'^d^TK^l^^^, ci'-87;Wl/», :7x-;us, ^;t«NH2«. Cl- 
io A7)Vzi^i^m. sum. SCHjS. :7x:i;i/»> b KD^'>:7x-;i/*, 
COOH», CONH2», ifTZLiyJ^^ 5 iS^y-JUt) L < > K 

Vi^R^chR^^^— ^^{cnc-^TC 3~6 T;i^^U>STa&0, 
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r'^^tK^M^. c 1 ~ 8 7;1/=^;us. v^x-;!/*, S;tHNH2». ci~ 

5 COOHS, CONH2S> t^T-v^/S, < 5 L < > K 

VifiR ^ <!: R « j^tCT^cC-s. T C 3 ~ 6 T;U^ U D , 
R^*^7jc^lS^*fc«C l~4T;U^;i/S-CSS*\a&SVi«R»<i:R^3!)«— 
tC;^-oTC 2~4T;U^l^>»-rfeSK5RW«gffl3(CtB«c®^b-&#l. 

10 ^mm^Mo 

cfcafNR^«R^^»5&^e>ii^$nsS{c:j;oTSii$nfcc i ~8t;p^;i/ 
15 mmcDit^m. ^r^it^mm^Mo 

6. Ri^dl (1) l~5M(Z)B^SR27^W-rSCy c A», 
(2) l~5iH<Dg^»R2'SrWrSCy c A»-I?Mm$nTVi-5C 1-^8 

7)V^)vm. c 2 ~ 8 T;^'^^:l;^«sfc^ic 2-8 t;u+-;I/S 

20 (feTt'L (1), (2) 4'CDR2 7g(D^-^ii'^7^cC< ife liSti. 

(i) c 5 ~ 1 0 < it-m^^mm. 

(ii) 5-10 mo^mm'h V < unm^mmm. 

(iiO-SOaR'^a, (iv)-OCF3», 

(v) (a) /\uy>m^. (b) -NRi'Ri2^, (c) -OR'^^. (d) C 
25 5~ 1 0<D#^fcb<«-^iC^^m, (e) ::iKo«, (f) h'j7;U:tP 
(g) ->T7», (h) 5-1 0*0)#^feb<tt-^iC1t^gl, 
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(j) -SRi''S> (k) -CORi^S, (1) -SOzR^^SiJctrA' (m) 

^)im (fefcb, < i *> 1 ®«c 5 ~ 1 0 (Dmm% l < 
1 0 . >fb'&#j*^ 

(1) 1- [(iR. 2S) -2- (^>y-r;i/T5/) ->^7d^^v;i.] -n 

- [(2S) -4-p<^;P- 1 -::t^y- 1 - (2-:t^y-l, 3. 4-;t 
20 =¥D-z^7V^J>- 5--f)V) - 2 -^>5^;U] ;^j;l//i^=^^->T5 

(2) (2S) -N- [(2S) -4-y^^J\^-l-^^V-l- (2-:t4^V 
-1, 3. 4-:t^D-:^T'yf) >- 5 — ( )l) -2-^>^A'i -4-^^ 

(3) N- [4 1 -:^=^y- 1 - (2 -^^V- 1, 3, 4 

25 vTVU >- 5 -2-^>^;u] i>^a^^-tJ->:^;i'z}f=^rlta 

(4) 1- [(IS. 2R) -2- ('OV'I'JPT^y) iyi/U^^i^}^] -N 
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- [4-^5^;|/- 1 -:t^V- 1 - 1. 3, 4-^=r-y->^7 

(5) 1- [(IS, 2R) -2- i^>V^)VTS.y) Sx'^D'N^^v;!/] -N 

- [(2S) -4-:<^JV-l-:t^V-l- (2-^^V-l, 3, 4-:t 

(6) 1- (2 -^Vf/;!^:^^*^^/) yji-)l^-N- [4 - 1 - 
1- 1. 3. 4-:i-+it>^TV'J >- 5 — r;P) - 2 

(7) N- [4-;<5^;i/- 1 -:*-4^V- 1 - (2-::*-^^y- 1, 3. 4-:i-^^^-9- 
10 i^7V^J>- 5-^)U) - 2-^>^JV] - 3 -S^^P^>^;U7'D/1>7 

(8) (2S) -N- [(2S) - l-:t^V-l - i2-^^^J-l. 3. 4 
-^^^^itv^T^U >- 5 — (JU) -4-y :iL-jV- 2 -ZT^M -4-^^ 

15 (9)1- [(IR, 2S) -2- (4-^ h=^'>^>y-r>'UTSy) 

^S^;!^] -N- [(2S) -4-p4 5^;U- 1 -^=t^y- 1 - (2-:t^V-l, 
3. 4-:t=^r-tJ->'7\/U>-5— rJU) -2-^>5^;i'] ti)Vif^^l^T . 

(10) 1 - [(iR. 2 s) -2 - (4^y4^-y-u>-2 — r;u*ji/jJ^-;i/T^y) 

-y^U^^lyM -N- [(2S) - 4 - 1 -:t=^^y - 1 - (2-:^ 

20 4^V-1, 3. 4-:t4^1t>?Tyj >- 5 — r;U) -2-^>5^;U] 

(11) 1- [(IR, 2S).-2- {•y'y^V>-2-^ )\^ti)Vi!^-)],y^J) 
ly^U^^i^M -N- [(2S) -4-pt^;P- 1 -^=^^V- 1 - (2-:^ 
^V-1. 3. 4-'^^^Vy^J^)y-h — -2-^>5^;i/] 

25 h\ 

(12) 1 - [( 1 R, 2 S) - 2 - ('^>V [b] ^?*-:7a:>- 2 — r;i'*;uji? 
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-ji^rs./) -N- [(2S) - 4 1 -:t+y- 

1- - 1. 3, 4-^^-^i^TVy)>- S-^ }V) -2-^> 

(13) 1- [(IR. 2S) -2- iA-—hU^>V^)V7^y) -^^U^^ 
5 '>;W -N- [(2S) -4-^5";i/- 1 -:*-4^y- 1 - (2-:^^ry-l, 

3, 4-:t^1fv7yU>-5--1';U) -2-^>5^;H K, 

(14) 1- [(IR. 2S) -2- (4-:57DD^>y-r;i'TSy) f^iJ'D^:^ 
i^JU] -N- [(2S) (2-:*-^V-l. 
3. 4-^^1tvTyj >- 5 — (M -2-^>=f-}V] t! ^ \^ . 

10 (15)1- [(IR. 2S) - 2- (4 -:7xn;W^>y-r y) iy^U^ 

^'>;p] -N- [(2S) -4-y5^;i/- 1 -;t-4^y- 1 - (2-;f:^y-i. 

(16) 1- [(IR. 2S) -2 - (4-y)U:tU^>V^ JUTS. /) -^i7U^ 

-N- [(2S) -4-^5^;i/- 1 -:^-^y- 1 - (2-^^y-i. 

(17) 1- [(IR. 2S) - 2- (4- t -:/5^;i/^>\/-i';uT^y) i^^^n 

-N- [(2S) -4 1 -;t-^y- 1 - (2-:e-4^y- 

1. 3, 4-;*-4^1j->'7'yU>-5--r;P) -2-^>^;i^] *;U3j?:it^'>T 

20 (18)1- [(IR. 2S) - 2- (4-y^;u^>y-r;uT^y) i^^'o^^^ 
-N- [(2S) -4-^5^;i/- 1 -:*-4^y- 1 - (2-^^y-i. 

3, 4-^4^-t>->'TyU>-5— r^U) -2-^>5^;U] ;<7;i^3}^=^i^7 5 K, 
(19) 1 - [(1 R. 2 S) - 2- {A-h^)y)V^U:^^)V^>V^)VTSy) 

->^D^^->;i/] -N- [(2S) -4-y5^;i'- 1 -^+y- 1 - (2-^ 
25 4^y-i. 3. 4-;t-^ii->^7yu >- 5 --f ;P) -2-^>^;U] 
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(20) 1- [(IR. 2S) -2- (2 -7;U^D^>y<JUT5 y) ->i7D^ 
^i^JV] -N- [(2S) -4-;<^)V-l-:t^V-l- 

(21) 1- [(iR, 2S) - 2- (tru>'>-2 — r>'u*;i'3i^-;i'T^y) 

5 i7U^=^iy)V] -N- [(2S) -4-^^;U- 1 -^^y- 1 - (2-:t=^ 

y-1, 3. 4-^^iJ-i^Tyu>- 5--f;u) :^;U/J?^ 

(22) 1- C(iR. 2S) -2 - (2-^5";i/5^;4-tr'j>?>-3 — r;w;^;i^2H 
n;i'T=y) =^^u^^i^)V[ -N- C(2S) -4 1 -;r4^y- 

10 1- (2-;t^^y-l. 3, 4 -:^^1j-:x7yU >- 5 ;U) -2-^> 

(23) 1- [(IR, 2S) -2- (2 -^rDDfcfU>'>- 5 — r;i';^7;pjj^— 
rsy) s^i'o^^^'jW] -N- [(2S) -4-p^5^;u- 1 -::f=^^y- 1 - 

(2-:t^y-l, 3, 4-:^^1f>?T\/U>-5 — T;!/) -2-^>5^;H 
15 ti)Vif^^=^7^ 

(24) 1- [(IR, 2S) -2- (i-yi$'U>-i — r;u^5^;i':^7;U3j^— ;UT 

Sy) '>;j7p/\;^v';U] -N- C(2 S) 1 -^^y- 1 - (2 

-:t=^^y-i, 3. 4-:t=^^if>'Tyu>-5— r;i/) -2-'^>5^;i/] :j?7 

20 (25) 1 - [(IR, 2S) - 2- (4 - v'T/ ^>y'r;i/75 7 ) ->^n^^ 
-N- [(2S) -4-p<5";i^- 1 -:t^^y- 1 - (2-;^-^y-i. 
3, 4-:t^lJ-S?TVU>- 5 — r;U) -2-^>5";H ti)Vi!^^=^T^Y. 
(26)1- [(IR. 2S) -2- (N-'^>y-f;i/-N->t5^;i/T5y) 
□ ^+i>;U] -N- [(2S) -4-^5^;U- 1 -:t^y- 1 - (2-;f^y 

25 -1. 3, 4-:t^^-y-vTV^U>-5--r;U) -2-^>5^;P] ;^j;Pz}?^5> 
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(27) 1- [(2S) -N-:7x^^5^;i.tf^'J>^>- 2 — OU] -N- [(2S) 
-4 1 -^^y- 1 - (2-::f^^y-l. 3. 4 -:t+-!t>^7'y 
'J>-5--1';U) -2-^>^)l] *;PzH=*^vT5 H, 

(28) 1- [(2S) -N- (3 ->'x-;u:/Dtf;i/) fcf^ij>^>- 2 --f ;p] 

5 -N- [(2S) -4-pC^;i,- 1 -:t=^y_ 1 - (2-:t=t^y-l. 3. 4 

(29) 1- [(IR. 2S) -2 - (4->'pC5^;UT5ypC5^;i/^>y'r;UT5 

y) ->^D-^4^>';u] -N- [4-pc^;i/- 1 -:^-^y- 1 - (2-:r^y 

-1. 3. 4-:t^-^)-z^T'/V>-5--^A) -2-^>^)Vl fjJl^T^^iy 

1 1 . it^m^^ 

(1) 1- [(iR. 2s) -2- (^>y-r;u75y) ->i^a^:^^->;n -n 

15 - [(2S) -4-;<^;U- 1 -:t+y- 1 - (2-^^-1. 3, 4-^^ 

(2) (2S) -N- [2 (S) -4-pt5^;P- 1 -pT^y- 1 - (2-5^;f- 
1. 3, 4-:^^tl->^T\/U>-5--r;W) -2-^>^)V'\ -4-:A^)l 
-2- (^>S^)U:t^i^tl}U^=.JU7S.y) >7 B. \i^r:iit^<D$m 

20 1t^Ta&'5if5l<(DIBSitclS«c7)|b'&ti, Sfc(i^<z)#^ttig, 

12. W^©ISHifc|B«<D— ^i^; (I) T*$n€>l. 3. 4-^^-i)- 

25 13. w^oiiBffli nfe^(D-^^ (I ) -e^^n-i) 1 . 3. 4-^^it 



149 



wo 01/40204 



PCT/JPOO/08515 



10 16. ->X7=-1'>7°P5^T— ti*^':^5^:/->>s-c*^ftJtcDtgHi 4tcte 
17. it5^®«BfflHCgB«cCD-j|gSe (I) T?^$n^l. 3. 4-^=¥D- 

m^mm. miitfi^^±mmm (aids) ii^v^AiDsmmm 
m (ARC), m^Ai^mBi. nm^^immm. mmm. -wmm^mm. 
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